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M^msflF, 0£L< HOfilOfo ±5»*L<ttlOOffiF, 46>te#*U< 
{£lOOO{* s l^gK iom lOO^il^lf^i^f^ 

OppmSU:, ^KlilOOOppm^h i^SKttlOOOOOp 

^K^)2 5 e Ctr7j<:f^-r5^?^0. lmg/mL*|0|^ 2 5^*11 
*H-5»»£aS0. lmg/mLRh, »*L<ttl Omg/mLKi, «tt)«F 
SUttlOOOmg/mLfiti £^1i§£-& t r &m0 o 

<D^r Y y y 1 * * \L 1 m*. 1t \t 2 «&±<0jgttjfc£;6Safl* L7t t (D ( v> 
;l"ty-77-730^;l/'t/fi^ (J. Pharm. Sci. ) , Vol. 60, 1281- 
1302,1971) &V*$ 0 



WO 02/47723 




7JP01/10829 



11 



&;§;7tte^7°p K7^^^ffiV^;ft5 0 

p^>^ -^p^V|, i^P-O^at ->^n^f->-^ v-;?p-^7° 

(i)^p ^xT^Tkcfc^Cj _ 4 T/v^S (fil^f^ t^/k ^nc 

^ 5VK -^7/^P ^ ^/K h y i7 P P J. ^7V\ h JJ 7 7M- P ^ ^7V X 

2 -T/n^^fvK 2 , 2 , 2 - h y 77^p^^7K ^p tVK -Y y7*n tW, 

3 , 3 , 3 - b y 7 A>* p 7 p tVK 7^7l-fr if ) ; 

(iOT^yS-cfi^^^fcC, _ 4 T7^7V£ (M*-t£. T^/^^7K 2-7 




WO 02/47723 




T/JPO 1/1 0829 



12 



WC, _ 4 T/V3^^-^^=;V^-eg^$tt^C, _ 4 T^/^ 
(vi)fc Kn^A^-eflHftStlfcC, _ 4 (#I?U;£ n tFn^f 

(viii)C 3 _ 6 v-^ u T/V^/l^ (ffijjtrf, i/^pyntVl/, e^u^A, i/ 

(x) =fDS; 

(xi) v-rys ; 

(xii) -t Kd^V/VS ; 

(xiii) /Nn<7 £ Wb$tlTV^T^ iV^Cj _ 4 TA'^v'S ^ hdrv\ 
V-y/^n^ hdf-i/, MJ77V^-p^ ^h=3rv\ 2, 2, 2- h!i7;^ 

*\ ^yyptVl-^ 7?-A&*t£}£) , C 1 _ 4 TA^^S^/ctt^y 
(xv) 7$;l; 

(xvi^y-^fcfjiv'-C, _ 4 7W7^i ^W^A 



WO 02/47723 



VJP01/10829 



13 



(xviiOCj _ 4 TA^/W-a/Utf-ZUTSy* (#l*iff, T-ir^VT^y, 7° 
d t'ir-jVT 5 y % ^y/VT^yfcif) ; 
(xix) 757 tf/t^'-zM-^i/g ; 

y ^vwr ^ y ^^*=/v^-^f^ ^jvt ^ y ^/Wwv;^^ •syy fvvr 5 

y jfrA'fcA-;*-*^ *?aL*f-)VT % y XfUZ—Asit* i/tl ¥) ; 

(xxOCj _ 4 7M;^;v*=/i/7^S (#J;Ui N ^f^7^*=/U7 5 y , 

(xxii) Cj _ 4 T/U3^v^-*/V7j?=/wS (#I;U^ y b^v^/Vtf^K 

(xxiii) -0-v7^^r>-^yV/j?n7US ; 

(xxiv) *.^^>v./^ ; 

(xxv) .C! _ 6 Tfr*A—$A-7$-/vm (Mz-ti, *f-)\s%)\>ifr~>\,, 3L^,v# 
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TvK (4-y^n/l^-3, KPt'y^V- l (2H) — f /U) 
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^iifcT^yg (00, ^^/u- (2-t-y^v) 75 y) x-sm^tifcc r 

1 — 4 ' 
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7-;yi (#k ti-jv (t^M^^v) 75/) T-fiil$tb7tc 1 _ 4 tvw 

(xxxiv) C 1 _ 4 TyW^r/^J:t^C 6 _ , 2 T y ft, 
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(xxxv) C : _ 6 T )V$r)V-% }Vi£~)Vjr*i/^, (Mx.it, ^^/V^/^^/V^- 

10 (xxxvi) -=E- _ 4 T/U=^^iy-C 1 _ 4 7/^-75/1 

(0!U 7 { h^r^otW7$;) -CflRfeSHfcCj _ 4 TVV^S ; 
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fcf N v^^P7°PtVK v/^o/f^i?) , (iv)fc: Kn^r^wS, (v)ad^-V 
-fb^xT^Tkcfc^C! _ 4 T/Ua^S (#J;ite\ ? h^v^ i?7;Vtn^ h 
5 =^> s h^rv-, ^h^^iO % (vi)^u<?>fc£ftX^X^£ 

^A^^riiif) N (vii)T5 7£ % (viii)^E-y -^/ttt^-C, _ 4 T>V*)VT 
^1 (00*. tf* xf;v7^y, ^w^/, ^^75 

/&£f) \ (ix)C 1 _ 4 T/V3#^-^/V^;>£ (#lxJi\ h*5o&/U#= 
10 JK =>h*->*A'tf-A't£if) * (x)C 6 _ , 2 7U-/H 37 ^-/K 

fifcHHS^f-fc if O^X D 1 ftVN L 3 B^AsX^X t X V > 5 ft V> b 

15 4-7*— jv- 1 -t^7i*=vM?7K 2— ^usfcU y^fvK 3 -¥^7 is 
=/l^PfcVwft<t*) *5«tU?(xi)*^>^^if^{f (i)^ND 
ffl/Wrf- {Mz.t£s 7Ji>*Ks *nnfc£) , (11)0! _ 4 TjV^jv (ffl%_t£ s 
t^tV, ,.(iii)C 3 _ 6 f^D7»i (tfll&tfs ^b7"p 

t°/K 5^o:/y7Hfc£) > (iv)fc Kp^^* n (v)C, _ 4 T/l^^S 

20 Mz.t£. * b^>. ^b^-Witl \ (vi)c 6 _ , 2 7y-;v$ (fll^tf, 7 

5 ^V^L9l©^7 5 AfrftlcHtfUxLtftTa y v'=/K £WJJ v>= 

/K t°^7 v^/K 3 , 6 - S^t Ko t°y S^- 1 ( 2H) y = 

25 Tfit^^tbfcC, _ 6 T/V^A-S (^itf, ^yy^f/K 4-7 

i=;v-l-^7^/^f;K 2 — t/M* !J / a^/K (4 - 3 , 

6-v?tKDt°!)^y-i (2H) -^/M^AO % 3-^7i?=^o^ 
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-/W*. t°?;A-/Hf, 1, 2, 3-^f-5?T^-Aflt % 1,2, 
y-^m. 1,3,4 -**-fr$?7 1 , 2 , 5 -^1^7 ✓-/I/** 
1,2, 3-^7^7/-/^ 1,2, 4-f7^7/-/Vi, 1,3, 4-^7-^ 
10 7 '/-/Hi, 1,2,3-^)7^/-;^ 1, 2, 4- h y 7V-/Hg, T 

-/hi, triii?>8i» t?y*^gt fy^v?^ tr^vst, wr^m 

t°y /Hlx 1,2, 3-f7^7y-/Vl, 1 , 2, 4 - h U T^-/H*. x h 

15 .7/-;^, fyv^S, tfyy^ai, Vt^-a^ f7^7y'!)vl, ft 
^s^u<, yy^m, ft7xy|, try s?i/atas#fc:#* lv\, 

±1B, emS^bTV^t> J:v^*aSdS^TLTV^t il^S&Si: LTtt, 
fllx.ri, (i)^p^>ft;£ftT^T<b£^c 1 _ 4 7/>*/V£ (09x.fi. 
^pp^f/K i?7;vtP^f;K Mj^DD^f;K MJ7;i/*n^f/K x 

20 ^VK 2,2-v ; 7 , o ; &xf;K 2, 2, 2 - Ml 7/V^Dxf :7p fcVK "f 

y 7p tVK 3 , 3 , 3 - bV 7n t°/V, Zff-Ml if) ; (ii) C 3 _ 6 v' 

^7/^1 (09x.fi, v-^n^ntVK v-^p:/5vK ^n^O-^/K "> 
^p^ix/vft^) ; (iiO/ND^Vif^ (09xfi, 7y|, ife*v 3 "7 

lift if) ; (iv) -F-nS;(v) v'7 / £ ; (vi) t K p ^.vWS ; (vii) ^ n >f 

25 $i^TV^T^J:V^C 1 _ 4 7/V =»*->£ (0Hx.fi, * b*f, yjvjrn* b^>\ 
Vy/vyfu* h^v\ MJ 7;>to^ h=^>\ ^ j^iX, 2, 2,2-h!J7;vt 
Dih^X 7°P tVV^V, 7'^^^ ^v:/pfc c ^3r->ft^) ; 
(viii)/NP^*yfc£;h,-tvvt i i>.fc^c 1 _ 4 T/v^r/^« (#Jxfi, y^/vf- 

^/I^pt^/V^", MJ7;utn^Wt> xW*, 7nlf^ 
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*>J:v>5fc^L9M©S*tt7sy£(0!l % troys? a t°-<ys?A */v*y 7 
^)&£f] ; (xiOCj _ 4 7^;v-*/v**n;V7US (#l;thf, T-kf-AsT 
^ ^*=^T 5 / % 7*yfrT%J ft if) ; (xiii) 7 5; y 
(xiv^y-^Tcfi^-C, _ 4 7^3r/V7 S / 

(0!*.ff, ^/i^7^*/^-/^-x sw$;*/i/#=w^ s? 

7 9vV7 § y */^=^^ > N v^f-A-7 5 7 ^^/M-^ £♦) . ( xv) 
C l _ 4 7/^7/^^7^S (0!lx.ff x ^/U^/VtJwi^ A rc^ 
/U^fcsL/PT $ 7 % fcVl^/ufcs/ux * j . (xvi) c i _ ^ T/>=3 

y ^ b /V#=,Vft £♦) ; (xvii) HAstti/Asm ; 
(xviiOC, _ e T)V*)V--}i;\>i£=.)\,% (fclfctf, * 9vV;&/V/jf =/K s.f-A' 

^7/U^-7K ; (xix)C 3 _ 6 .>^D7W-*^ 

(xxi)^-y-£fcteS?-C, _ 4 7;v^/i/*;w^^;vS ($J;ite\ ^^-/V^jjv 

v^^vl^/W^^/K S?^?vU;fr/W^^Vi,ft£f) ; (xxii)C, _ 6 7/V*/l> 

-^t£l£) ; (xxiii)C 3 _ 6 n T/V^/V^y^rr/V (0!*.fif % ->^p-<> 
*7U*/nawK v-^n^ari/^y^-^^) . ( xxiv )c 6 _ i o 7 y_ /V/ 

*vf/K 7x^-0, _ 4 T^/P-^^^/WT * y % -O-y-f/UT^y, 
7x -^~C 1 _ 4 T/U^r/^/U/j%=yU N 7i-/^W-/K y^-;V~C l 
_ 4 7/l^^;i/7>fr/K ^x^-Cj _ 4 7^/l/^*=^7$;Sfc 
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pTfBft&SJ^ C 1 _ 4 T^^A-S (fc|;ttf*3vK ^5VK ypfcVK y'^VK 
^y^PtV^a , C,_ 4 7/V=3-y£ (0»J;Ltfy h^^> n- 
7°PtV^^r^ i -yntf/V^v-, n-y^vV^ % 

7^l> ^y -^/cit-^-C, _ 4 (W^W^s 
zn^/vr^/, Sfcnf-A'T'SA ^y/nkWT^^if) % 

yy*pfcVK l-^yy^^if) ^^lIHrl^^LSfitlt^tt 

ym, s (ii)^nyWk$ttTV^T'b«J:VNC 1 _ 4 7A*A£ 

(0B*.tf , y 5vK * p n y 5vVv i^y/M-P y ^/K h y 7;^n y 9VK ^ 
7°Pt:VK -Ty^PtV^i:') % (iii)C 3 _ 6 i/^n7/^;H (fclx. 
tf, ^n^ntVK V^nyWif) , (iv)k Kd=^v7H, (v)/np^> 

te^x-c^-ct^^c, _. 4 /vv^-yg y ^/i/tn^ h 

3-/\-^*t£H) s (vii)T5/S, (viii)^-y-^7 v cftv : -C 1 _ 4 TA^rA-T 

5: y £ * ^at 5; y % ^at s: y % v?y f;n 5 y , v^/vt ^ 

yfrif) , (ix)C 1 _ 4 7;^^v'-*M'^i y h*y;*/Atf;- 

(i)AP^fyl^ (fcl&tf, 7Mb, ypp^if) , (iOC, _ 4 XA^A 
(#I;U3\ y^/K ^f-Aftt*) , (iii)C, _ 6 ^^P7M;vI (09 
vyo/ntVK '7^n7f;^a % (iv) t Kn^y^i, (v)C, _ 4 7 A 
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?u-<i/t>>m. ^n^Mf^-at, ^d^t^ ^p^-fe^si, > 

±1E5£ CI] «f\ Bat^$ft3 5j|*fctt6j|©&*a*£LTtt, 09;Ltf* 

i/^ p^^^>at*fcfi^ v^*f->m\z$d\,^Ti ^v^L3^i©^jEI^ L o# 
yy^g, fc^yy^v^ t^yy^st t^yv^at t o -<7^gt ^y 

i^vat Y-tf7>«x ^tKDt°7^ Tf^tKot'yyi, 1-^7 
v^p^f->-at 1 -f-T- 5-~>?Ti^*±>m. l-f-T-3, 5-v-jf 
D^*-fr$*n>aWS9 ; 5M^7cf4 6m©7^«^*lt (#k 7;?^at ^7 

.*>at, tro-;v« % ^f-yy ^at y^u-yy ^no % T-rvyvaL -y 
y^yyvat -Y$:^y-/vat tr^y-zvat 1,2,3-^^7/-^ 

5-t^tv : 7^/-'H, 1,2, 3-^7^7/-/^ 1,2, 4-f7^7V' 
-/l^H, 1, 3,4-7^7^7/-/^ 1, 2, 3- bV T-/—7Vm^ 1,2,4- 

mj7^hi, 7^7 v*~/m, \*])i?>m s fvyit^m. t-y^^yi, 

t'^v^at MJT^vaWO tfStffetiS. rtifeof^ tfny^at* tr 
p y >at t°-^7 v^at =e y * y f-a-^/u* y i^at. 's? t kp 7 7 ^at 

7h7kKn77>'l, a-t°7^, y-t e 7^ v'tFn^Vi, 7? 

>-at t o p-/^> ^f-yy^at -Yy^f-yy^ng, ^7 

y y ^at -y vfTv* y >-Hs -y ^ *v-/vat % t c ^ y-A-at 1,2,3-^ 

tv ; 7/-/^, 1,2,4 -Wi?7/-7V* S 1,3,4 -^t^7/-/V 
at 1, 2, 5-^t^7/^ 1,2,3-^7^7^1, 1,2,4 

- ^7 v ; 7 y-/vat 1 , 3 , 4 -7^7 -y 7 y-/vat 1 , 2 , 3 - h y 7 y-/HSL 

1 , 2, 4 - h y tV*-/T'S#&* t < % a - >'3t 7 7 ^at^4#^# * U\ 
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5 (i)ffim*^ : t1-5^^{fci7K^J:«9^^5S> (ii)**y£, (iii)^^y 
_hffi5£ CI] *K R 1 s R 2 , R 2 a > R 3 % R 4 *5it/R 5 -C**3x5«fe 

sec-^^K tert-7^/K n-^5vW, y^V^A-, ^-O^'K 1 
- y fvl^o tW, n -^v'/V, >f y-^^r vvV, 1 , 1 - >-y ^jVJ^jV, 2 , 
2 As-ft-Ar, 3, 3-^y^^/K 3, 3-v ; y^7°ntVK 2 
20 -if/u^fA', n-^f^^OCi _ 7 7/V=*r/V^aptf bft> fr/^-C^ 

n-y"ntvv, ^y^n^v, ^y^, ^^yf;^if©C 3 _ 5 
tLTtt, M^tfs ry/K ^y/P^=/K 2-y^ry/K i- 

T'p^-ZK 2-y^~ 1 -/n^^K 2-^^-2-^0^/^ 1- 
25 2-7^^/K 3-^x=/K 2-^f^-l-^f^K 2-y^ 

yV-2-^x-/K 3-y^/V- 2-yx=/K 2-^>"x— 

2 -^±=-As, 3-^3r"fc~/K 4— ^-fe~/K 5 — ^^-fe=.y^ 
©C, _ 6 T/^^A^^iffetlJfc^tffc. t'-'K 7y;K ^yyo-^-zK 
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l-T'ot^/K 2-yot D -;K 1 -7^-/K 2-7^^/W 3 
-7'^-/K 1 -^yf-;K 2-^y^=/K 3-^>^-/K 4 
/K 1— ^^^>=/K 2-^=¥i^=/K 4-^v^/K 5 — 

flUjttf* •>^TM;v| 1 ^^n7;^=;i/S, ix^D7/v*^/v 

^*j5^*b<, 0$;*.tf. ^nyntVK v-^p^/K S^p^^/K v- 
^d.^^^7K i/fv^f'A's isfvJrtJ-frs p / ktu 
cf-Ct>> ^o/ntVK ^n^f;K i^P^O^vK n-^i/^O 
C 3 _ 6 PT7V^S»^LV\ ^iX^PT/V^-^S^ UTfi, 
2-v'^nXy7y-i — { 3-v'^p-<>x> — 1 -— <A\ 2-v-^p-^ 
^r-tr^- 1 3 -v-^ P^^-irv- 1 — { A\ l-^n/fy-l-'f 

A\ 1 d^^x>-- 1 -^/V^OC 5 _ 6 -y^PT/^^/vS^^tf bti 
So f^^PTA^v^-ASt UTte, #J;US\ 2, 4-i/^P-^^^^^ 
2, 4-->^P—^rf-v'^>- 2, 5 - P-^lfv 5 

i&mwkm&mmtmwhix, mtn, -ry^K t^wa-, ? 

T^J^Ty-A^ ffim$fLTV^^J:^v^pT^^£^U< li^Dj 
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mmt n n 6> ©ttAoflBfts-t^iKft^rte^itiiic i ~ 5 gj* u < \* i ~ 3 

p>*k 7 =-/K l—ry^JK 2-t7f;i4©Cj _ , 0 © 

n^atVK ^f^fA', v-;7 p-O-^vK v'^ n^^f-iX/K p-~v7°^vV 
p/d^/K i/^n77-/K v-^p-O-x— /K p-^-fe-yi^tf) 

(atm*) ^lt, it*, «mt i«o?v>fe<Hi«L<iii~4i 
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% yy y /k t°y y y /k 1,2,3 -a-^^y y ;k 1,2,4- a-^u-^r 

i/y/K 1, 3, 4-^ti?7^!J;K 77f=;K 1, 2, 3-f7^7/ 
y/K 1, 2, 4-f7t?7/U/K 1, 3, 4-f7v?7/y/K 1, 2, 3 

-byryy/K i, 2, 4-hyryy;v % ^h^yy/K t?ys^K t°y** 

k'y^^/K fc^=/K h!)7^f) M5~6li OWE 5 

-r^Ky/K -^y-r^Ky/K iH-^>^/y;K -<vxy ^vy/K 
y^f-yy/K 1, -<vy^ryy/K 1, 2 

-^^y^y^ryy/K ih — ^yhyryy/K ^;y/K -fy^yy/w 
i/>y y *H-y* y =/k ^y y 7*7 ^~;k -fyj- y 
7°yn/K y^y^/K #/w<yy/K a-7J/M?y=/K 3-*/^y-/K 

•7"v?=./V, 7^y=3rU"^=/K f7yM/-;K 7^7- h y v^/K 7itF 
n!i=/K t°n a [1, 2-_b] fy^v^/K t e ^y'n [1, 

5 -_aj t° y >vk ^ $ ^y c 1 , 2 -aj tr y >vk -r^v a, 5 -_aj 
t-y-^/K ci, 2-b.] t-y^=./K -r^y ci, 2-_§j t°y 

1, 2, 4-MJ7/0 [4, 3-_aJ t°y^/K 1, 2, 4-hy 
T/p (4, 3 -_b] t°V ftmtfhfoZtik 4K"b7y;K ^oc 

=/k v k y /k y -y v k y /k t°y t? y b° y * t^/nfc £r 

tti/y-JK 7^5?=^ ;t3Hr^-/V % t s D!)^;K 
7 h 7 fc Ko 7 y/K f-XJ—JK t°-^y vvK fF7t Kp t°7— /K ^E-A-Tft 
y=/K ^^-e/w^y-/K ^7^=^4~9M^«^*mS 
t°oyv?^/K t°-<y^-, K t°^7v^/K ^v*y^;K 3, 

t°y^-i (2H) -■d'^^os^jiTO^^^^, mnmttftD^ 
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£©±5fcWl£*:L-CW:, C, _ 6 T/v^S (00 : ;*5vy s /nif 

A\ n-^/K n-^v7^#) % C 6 _ 1 2 Ty-/y£ (#k 7 = 

t Kndrv--C 6 _ J 2 Ty-/WS (#k 4-fc Kn drv^^/y) , C, _ 4 

;<-yV;V) , C,_ 4 T/V^^^-Cj _ 4 TVl^^S (#l;tlf, yo^iXx 
;y N ^-/V/Js V —JK ^-'K 7 V /K t° y t° ]) ^ i?-/^ V V /y, 

^yyf7/y;K ^y^yfr/U/K ^yy'^f-yy/K ^^y^y^a- 

iStLflZ) ^*5»tofftfe*fc LTIi, W^HTfiSR (C, _ 4 ) T^*/u y 

^tvk y°p tvv^) s "itt*js^£ji^.^ai*flK^, mmm*s saw?* 

y/K t°y^K try tr/y/K -<yyf7yy/K ^y^yf 

7y'D/K -^^y^f-yy/K -^yyVy^f-yy/y^O > c, _ 4 tw^ 
/w-^/y^^^S (#k y5vi^/i^-/K ^a^Aj^^a^) % c g _ j 2 

TJI-^-^M^S (#k ^yy-f/Vf) , C x _ 4 T/V3r;V-^;l>*—/V 
m, C 1 _ 4 TV^^ix-C, _ 4 T/y^/VS^^^If £>tl5o tfc % R 1 

!£«&£:ftT^TkJ;^7kg*i LTte, 09;tif3k&g, ^vtfyiktStiX^ 
_ 4 T/y^^v-S, $^iattL<fiC 1 _ 4 T/Vndrv-S (#j;lte\ y h^-y, 

yv^-y^dri/g y^y^/y^'^/y^-^iys n^/v^tf-yy^v'. 

Cj . 4 T/y^yT^y^^^yy^-^iyE^,!:^^ bttoo 
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*ttTV^t>J;V>C l _ , 6 Tjv^jvf-^ &*.^<\±^uf>fc$iix^X 
fcJ^C, _ 4 7/^/^^ S&tSJKttC, _ 4 TA>*A,?-*m m 
*A **A^*\ , A*ll(?£W£ft*ll(?, Kftjff^ fife 

a) % c, _ 4 T^=^e/-*/u*=./uaE ^ % Cl _ 

*;-*tcl$z?-C 1 _ 4 7/^7US;^»M; C, _ 4 T/L-rn 

=3*ism ; C 3 _ 6 y^7;^;H ; = ; ~>7;i ; ^a^f^it^hX 
^^TtJ:^^c 1 _ 4 7/^WS;l^7^/I 

^/u* y £f) ;C, _ 4 TyVdr/W-^/l^^'=AT 5 / £ ; T 5 J 

^\ C 1 _ 4 7/^Mz/V7^S; C, _ 4 7^a^->-*^-,v 
£ ; ^^/U**^#/U#=A£ ; ; C, _ 6 T)\>*>V-j3)\,i£ 

; C 3 _ 6 ^D7/V^-^;^/V ; %SW<*s(;]sg ■ ^ ; -%fz\Z 
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k£l^C 6 _ j 2 (DC 7 _ 2 5 (DCj _ 4 77U=* 

^Sk^zMMm*, tiinWttFo^vW-.** l ^L3ji-^A,WTt> 

_ 6 t^/v-^^-^^v-s ; Ci _ 4 T^fr&kummw^sx^m. 

^/^=/v-eS^$tifcT5/S ; C, _ 4 T/v^r;ujo'J:l^C 6 _ , 2 7!)-^ 

*S'$Lfai^-C 1 _ 4 T/W==3rv'-C 1 _ 4 7/^-75yi;MJIfW 
^tffli 1 , UliJiwK SitM^^ ifO-^-r nj^Sr 1 L 3 ji^tf 5 ft^ 

Tk^t Kn^rv'/vSi:LT« > FU^}jt (i) t Kp^-/M, (ii)C 2 _ 4 T 

=3rv\ t-7*Y*Wj:}£) % (iii)C 6 _ , 0 71)-/^y'l (0B;ttf, 7 = 
-/l^^iX, -f-7fM^Vta^) s (iv)Cj _ 4 T/^/V-^7/V#=/^^^ 
m (m*-tts ^v^A^i^ T*h*i/, ■fvtt-A'tti'ftif) % (v)C 

^vy/utf^fc^) &£t>*(vi)c 6 _ , 0 7^/w^/^-/vt^i/| (m 
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$mi(i)C 1 _ 4 Tfr*;i>m (MZ-tis ^^-/K 7°nt°/K ^fy^n 

fcVvftif) % (ii)C 1 _ 4 Tjv^jv-juvfc^v^ mZJtl. T-fer^/K ^nt 6 

y h^v'TJ^-zK ^h=^^/V2i?=/K -7nifs3r*s%;v£-;W£¥) N (iv) 

Ao^vif («*.tf, yym, mmttk*) s (v)7s=m, (vi)c,-_ 4 r 

=/K 3-^no7x=/V s 2-^Dn7x=;^^) *3«fc7jt(viii) C , _ 4 7 
2-y h^r^i^i') ^feS^7cl7teV^L3fiOg^T'a^$ia.TV^ 

4 (0»J;trf* ^w^y, ^fvur 5 y N ^DtvvT^y, 

.^f;V7^y, ^fvUT^yft^) &^£t£LV\ . 
. ±!E*t CI] «k R 3 T-*^tio«^S^LTtJ;v«b7K^-esm$H 

/v*-?\>mm\? $>fis zfob<n*x\ c, _ 4 Tsu*;v^*m y^- 

^Cj _ 3 TVV^WSWSfrSCj _ 3 TV^V^fcLTtt, Witf, -C 
H 2 -CH, CH 2 -CH 2 CH 2 CH 2 -*5£T*-CH(CH 8 )-C 
H 2 -ftif^aptf^ »*Utt-CHj -feW-rCH, CH 2 -T-fc5 0 

XLff-CO- N -CS- -CH 2 CO-, -CH 2 CS- -CH 2 CH, C 
0-*3j;7j?-CH 2 CH, CS-ft^*ff £>;ft,5 0 

Dtt, 0*L<tt, (O^yST'S^^ttTV^'biV^C, _ 3 T^W^ 
& (ii)-NH-, (iii)-CH 2 NH-TfeD, MfL<(l-CH 2 
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-CH 2 CO-, -CH 2 CH 2 CO-, -NH-Trfcoo 

tttc ft o t y s $ fc 1 ^ y m x-w& £ v ^x «t v % i ~ 3 ii o ft miK 

±ed t Bm^m^^-WK^-ox^ym^tcit^^y^xm^^ 




M a (CH 2 )h 



-6- 



•Ar 




M a 'mte**v^xmfkZfix\^xh&< ■, ^(0{^m^\iMmtm 



±f55£ CI) «f x EO*f*U^fcLTs #J?L«:-NR 4 ' — (R 4 te7k« 
m^tclZm&MZt^X^XkX^t^/K =c?vK n-y'utVK n-^ 
/K -fy^ntVW ^#^/UfOC, _ 6 7^n-^I^^t 0 ) % -CONR 
5 ' - (R 5 ' ^i7K^^•*fe}iE^S^LTV^T 1 bi^^y^/K n 
-yntVK n-y^K ^y^ntVK -^^^/^OC 1 _ 6 T fr^m** 
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Mitt* #!;U*R 4 ^«r^5BSt©#/^^lcW^«B»©#*K^t-» 

io %^&5mte\,^7%omQi%mmmizL^mbvxmifbfrs £e>^ 2ii 
t v <t v % 5 m&v ^ l 7 mmzxm-r&m-SfDftt. lv ^ ^ lt « % fit 



C5*t> M b m\tt*ymtitc\*?-jt*ymxm&£hx\,^xh£< ■, uai* 

V ^ L 3 (DKifc ; {E L N DOflfj&JliT-t- (CH 2 ) i -O^iiftfctD-^fm 2 ftV> 



15 





20 
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D, Efcit^GO^U^OtUT^ (i) D#-CO- % E^-NR 4 - 
(R 4 ItffffBirPSS^i-) , G#-CH a -ffdi-CH 2 CH 2 - ; (ii) 

d^-co-, e^-nr 4 - (r 4 \ttmtmMm^-t) \ G^m^-, 

(iii)D^-CH 2 CO-^7t«-CH 2 CH 2 CO-, E^-NR 4 - (R 4 

\mmtmnm&*ir) > G^^ ; av)D^-cH 2 co-htus-ch, 
ch 2 co-, e^-nr 4 - (r 4 \timbmmm*ifrr) , Gtf-CH 2 - 

tfcti-CH 8 CH 2 - i (v)D#-CH 2 -Sfctt-CH, CH 2 - % E#- 
O-, G^-CH, -tfctt-CH 2 CH 2 - ; (vi)D^-CH 2 -*fcfc-C 
Ho ch, e^-nr 4 - (R 4 ittmtmMM^ir) > GiS-CH 2 - 
£fcte-CH 2 CH 2 - ; (vii)D^-NH-, E^-COR 5 - (R 5 ttttIB 
tH******") > Gri^lH^ fe«t^(viii)D^-CH 2 -*fctt-CH 2 C 
H 2 _^ EW-S-*fctt-SO-, G^-CH.-Sfcft-CH, CH 2 

JiK* CO I 3 , Artt«MI*r*tTVN-Ct>J:V^y-/i' (aryl) S^fctt 

<dc r , n 7P-;H^tWK, fl;ttf:7*=/vSft£a s aF£L 

2, 2, 2 — HJ 7^tn i f;K 7°nt°;K -fy^ntVK 3, 3, 3 
- hJJ 7/VtP7'n^K -/^/Vfti*) > (iDT^/ST'ft^^^fcCj _ 4 T 

( ^_ Ci _ 4 T/V^T^ySt?Sm$tlfcC a _ 4 T/V^/wS * 
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(Mz-lf, *jMR*?*s*?'A' > Jj;\si£3ri/=z*5-;W£i?) % ( v )c, _ 4 7/W==¥ 
v-^/^^g-ee^^tb^Cj _ 4 T/l^/Vg (09;iff % y h3->;&/Wjwv 
=-Y* 9 slJA''&—A'^ g f-A't£l!) x (vi) t Ko^r vyl^T'S^ £ ftfe C 

(viiJC^ _ 4 T/V=2**y%/]/-$-/vm'Vm.Wi:£tltcC 1 _ 4 TVt^/VS (fly*. 
f4\ y h^y^/K y h^^^/K ^Y^y^JVf^E) , (viii)C 3 _ 6 
->^D7M;^ (#l;Ui\ ^n^atW, ^n^/V, 

, (x)-hn^ (xi)i/T/S, (xii) t Rn^vv!^ (xiii)^n^V 
-fb^aVCi^-CkJ:^^ _ 4 T/i^^>S (09;tli x y e^/i^py h 

$ris s h y :7/M-d^ h=SriX N 3^=3^ 2 , 2 , 2 - 7^tnx h 7° 

t^V^ _ 4 TVU^^S (ffj^f^ 7^/1^;*% v^/l^pyfvl^^ 

/vf^ftif) % (xv)T^y£, (xvO^y-^fcttv'-C! _ 4 T/v^r^y 

* mZM. t^-AsTS./* rc^/ur^y. ^nf/VT^y, ^y^/VTSy^ 
ffiMMtt ^fnf^lr 1 ft^ L 3 H#A/ WC & * 5 feV^ L 9 

r 5 7 t\ MtftmutffljLif t°o y^;; y >v „ -t^* y y & a x 

(xviii)C, _ 4 T/^/^-^/W^^T5: (0S;ttf, Tir^/UTS:/, 7 s 

Pt°^-=/vT^y, ^y/wT^y^f) , (xix)T^y#/i^-/io^v'S, 
5vvr 5 y ^/v^-./v^-^r >\ ^^/vt 5: y #/i^-/i^)-3-v\ ^y ^vvr 5: y 

^/V^/V^^v', i?xf ^7 5 / *;V*'-;l/t^y!i i') % (xxi) C , _ 4 T 
/isT^S, t'/lsX/lsfr^/UT $ y ft % (xxii) C j _ 4 T/U= iy-^yu 
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#-/K <<V7° h^i/#/Vfc/V&if) , (xxiii^^/M-^v^/V^^E, 

(xxiv)^^^/^ (xxv)C 1 _ 6 T/V^-^/V^^/^S 

/1^/V/}WV N zn=?vV#/l^-/K y*^;V^ ;VH^=.;VfS: if) . (xxvi) C 3 _ 6 */ 

(xxvii) (xxviii)^y -£fctev>-C , _ 4 7/V-3-/V;*7/W^ 

if) fcj;Tj?(xxix)C 1 _ 6 TA"3f^^*=A^6 (0Ux.fc£, ^fvV-X/l'ZJwK 
:x^/V*/V7}WK :/ntVK*/Vj}wl'ftif) ft if, $ fefcttftai"* £ 7 ftA 

2-^n*3:f;K 2, 2, 2 - h y 7/Ptn*f^ 7"n tVK "f y^o fcVK 
3, 3, 3-hy7;^D/ntVK Zf^MzZ) % . (ii)C 3 _ 6 ^P7^ 
£ (0Hx.HU V^p/PtVK -y^ayf/K i/^n^y^K ^p^v'^ 
fcif) , (iiO'Ma^W-? (Mx.ff> 7y|, i&iU JMS?, 3 17** if) , 
(iv)fc Kodfi//V£ N (v)/M3^V<b^^TV^t)«tV>C 1 _ 4 TA'^^iXS 

2, 2, 2- 7;V^-p^ h^^s 7n^t^'>, ^fT^^S^ ^y^ntf 
/W;*^ Vft if) \ (viJ/NPy^fc^iVt^TkJ^Cj _ 4 T/V^r^^S (0(1 

*\ 7BifAft -< y^n tVv-^ % if) s (vii)7^7^ 

?7V7$A 7°ntVv7^/, v^^/W^y, ^^/U7^y^if) % (ix) C 
j _ 4 7/1,3 ^-^/ntf^/i^ (0!lxfi\ * h^v^/M?— A\ ^b^>7JA- 
7°vi$Sri/-t);\'i$.—;\' s j ys*\>-3?*/1i)Vi£~A't£ if) , (x)*/v^> 

f-/u*/V3j?=yK if) ft if(D 1 1 3 4@T*B&$ftTVvr 
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■h^5^tcU6m.(D^mmm-mmmm w*.& yy/K ^=;k 
f-yy/K jytty-yy/K ^ryy/K -fyw/y/K -r^vy/K tr 

T^y/K l,2,3-^tv?7)/!)/K 1, 2, 4-.i-^-y-v?T/y/K 1,3, 
4-^-b-^Ti/y/K 7ylf-;K 1, 2, 3-f7v?7^y;K 1,2,4-5" 

r^ryy^K i,3,4-f7^7/y;K i, 2, 3-hyryy/K 1,2,4 
- b y t y y /k r h 7 y y /k tr y $?/k t° y ^$?=/k tr v s t*7 

! _ 4 TW^S y^vK ^nn^f/K v?7/V^"P^^/K hyy 

cn^f/K hy7/^n^f/K xf/^ 2 -yp^-^fvK 2,2,2-hy 
7°Pt°;K -YyyntVK 3, 3, 3-hy 7^*n^otT/HEt 
% (ii)^n^>^ (ffiI*.tf N 7yi, «Bf5 % , (iii)=hPg, 

(iv)t Ko^r^S, (v)^P-?V{b£tl,TV^Tt> iV^C 1 _ 4 T^==3r^ 

2,2,2-hy7;^nxh^i«) % (vi)T^/S % (vii)^E-/ -SfcttS? 

-c, _ 4 r^A-r^ys-eflHfe^KfcCj _ 4 tv^a* (fli&tf, 

T^yy^vK ^W^/^f/K 2-y-7VKT?/^7VW 2-v 5 ^^ 
7^;if;^if) \ (viii)^-y-^^c(iv 5 -c 1 _ 4 7/^;v7 5;i (Fdx: 
if, y^AT^A ^rvVT^A v^tvVT^/, >y^7-;VT%; ft if) x 
(ix)Cj _ 4 T>w=^^-*/l^?=/uS ($);Uf, y h^i^*/ual?=./u x cx}.^ 

btk #lc#£b<te^py:^b£;ft/c^T&<kv , >C 1 _ 4 T/V*jvm (Mz-lf, 
^ tvK ? p p ^ tvk p t< fvK h y y p R / tvK h y p /- 

fvK =^5vK 2-^p«5 l /K 7°PtVK -ryyptvi^ft^) x /np^VJE 

_ 4 ZA-^v-S y h]J7;Vto^ h^rv', ^h^r^ 7°p 
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±fB5£ Ci] «t\ Ar«te$it511«atS:5(ru-CV^t>J:v>tt*iia6K:*5*t 

p 1 V» L4 fi, ^^L<{il^V^U2 #a A, WC J: V 5 ft^ 
1ffitB£#Se**«£L-CHu 09^.«7y/K t°py/K tf^Mfy 

y^K -fy^-^-yy/K ^-t/u/k >f y^-ryy/K -r^^/y/K t°?y 
y/K i,2,3-^W7/y/K i, 2, 4-^-^ryy/K 1,3,4- 

^f-^T^/y/K 1,2, 3-^Tv?Tyy/K l, 2, 4-^T^ 

r/y/K 1, 3, 4-^T^Tyy/K 1, 2, 3-hyryy/K i,2,4-h 
yryy/K ^h^yy/K t°y^K t-y^-zK t°y^^/K f^y- 

^y^y/7 7-/K ^y^/ [b] ^-/K v K y /K -fy^y-Ky/K 1 
H _^ y /K yv 5 ^y y ^ -o-y^f-y y /v % 1,2 — oy 

y^f-y y /k -^^y^-T yy/K 1, 2— <vy^y^ry y/K ik- 
h y ryy/K ^/y/K >ry^yy/K -yyyy~/K ^y*y=/K 

^y^-y-y^/K 7*7^~;K ^-^^y> ; -/K ^y^/K /tF^/K # 

/w^yy/K a-#/i^y=vK 7-^^y^K 

-/V, fryb^/K 7xth!)v ; =/K 7=i-hny=/K ^yK'Jv'^W 
bfop [1,2-b] t e y^v?=/K t'^n [1,5-a] trys^K 
(1,2-a) t°y v^K 5^y Cl, 5-a] t° y vvK 1 1 , 2 - 

b] l^y^^K 5 yV [1,2-a] f'U^/K 1,2,4-hyry 
P [4,3-a] fy^/K 1,2,4-hyryp (4,3-b] tfy^S^/Ufc 

gjia^ms^^T^^ 5 *fcj± 6 m«&s#&£ l < , mz-ti, y y /k 
t°py/K ^-y-yy/K -^y^-^yy/K -r^vy/K fyy 
y/K t°y^K try 55^=^, t°y^=/K *yy'/K -cy^/y/K 

yy/K f-TVTV y/K ^fr^x-^fctftfJB^feil/©. Mtli7!J^ 
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S£LTte, m%.\*. (i)^a<> ^ ^$i^TV^Tt < J:V^C 1 _ 4 T/v^/vE (ft 

5 tf-p /. a^/K 2,2- 9 J-?xx MfvK 2,2,2-YV 7/Vtni7 c ;K 
y p f/K <Y y 7"p tVK 3, 3 , 3 - hV 7WByo :/5vW& if) , 
(ii)C 3 _ 6 v^nX/l^/^ i/^P^utVK v^^p^/K 

P-O^VK v-yp-^rv^ft^) , (iii)^P-ifV^ (#I?Lf^ 7ym, M. 
M%, B$mK¥) , (iv)-bnS, (v)v-T7£, (vi)tKn^->;Vl, 

10 (viO^n^^^tlTV^T^iV^C, _ 4 TV^^rv^ (09;if£ % 7 h*i-\ 

2, 2 - h ]) 7;Vjru^-Y*is, -fu VjVjr**/, ^/M^X y7°n 
**ist£}£) , (viii)^n^V{fc£;ft,Tl<vC'bcfc^C 1 _ 4 T/^J^^m (09 

15 * % 7°ntVt^- s ^yynt>ft, Zf^^^E) % (ix)T5 7S, (x) 

^y-^Tcfi^-C, _ 4 T/U'^T^I (0S;tfcf, y^T5 7 s ^/I-T 

$7, 7°ntVKr^y, ^^T^y&^) % (xi)^r^ 

y« (fijttf, m%m+swicmmm*. mnwttb*<D~.Tnm*zi*^i, 

y->V s t^yvV, ^*y/^a % (xiOc, _ 4 tvi^/v—;*?/^^ 

T^7£ (#J;ili\ Tir^VT^y, ynfc't^T^, 7^y/VT^7ft 
if) s (xiii)T 5 7 # A^^/^^v^ ^7-^7t(iv ; -C 1 _ 4 T/Wr/Kr 

7 # yl/7}?n/V^-^ >- 7 ?vUT 5 7 # /l^-/P;<j-=*r i/\ v^5vV7 5 7 7J /l^j? 
-y^^r^if) , (xiv)C 1 _ 4 7/V^/V*/V*=/KT$7g (#l;Uf s y f- 

xf;^;i/*^;V75y, 7°p tVu^/^^yVT § 7 ft 
, (xv)Cj _ 4 TA^^S/- (0Hx.fi, y h^v^/Vfc/k 

(xvi)#/W/}^>A^ (xvii)C x _ 6 T^^/V-^/VTjf^/VS (#)£ff. 
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/Vtf/Vtf^K :x^/V;fr/V/}?~/K Zf^JV-b/Vif^VtlZ) s (xviii)C 3 _ 6 

£fi, y^A-TJ/w^-f/K ^^vKfc/W^E-^/K 7°PtV^/w^^/K zff- 
/V^w-^e^f/K v^^/vtj/w^^/k i?:/5vV7J/w^^ft^) N (xx)C 

■fu \?/\s7,/Vib~;Vt£¥) „ (xxi)C 3 _ 6 nT/V^WV^^/V (#];Ui\ 
n^^/l^yV/ft^/K S^n^^S/yV^/Vjft^/Vft^) „ (xxii)#];i{f ^ 
f-fl,^ rc^/K 7°PtVK I7*5vK V^D tV^^C, _ 4 T^3V^ 09 
X.ff;« h^V, ^- h^rix, n-^PtVW^v', i -7°P tVVrt^v', n-7f- 

$^ltv^^> iv^^^/K t^/^-x -<>-yy/K 7^y^riX^ 

-Cj _ 4 TW^r/V^/V*— 7 3i=/U^/V*=/K 7x^;V-Cj _ 4 T/V 



5vK T'ptVK /fy^o^ftW > (iii)C, _ 6 ->^p7MM 

(f % p7d t°/K p •Jffrtl k*) s (iv) fc Kp=¥ ->/i-£, (v) ^ p ?V 

3rv^ hy^/^P^h^^ ^h^rv-^i*) , (vi) ^ p -^V-fb $ tlT V^T t> «t 
INC, _ 4 TVi^/v^S fJ-fl^ar, M]7;^d^W^ 3i 
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5/* (Mifl y^/WT^y, xf;V7^y, v^fvKT^y, v^fvVT* 
yfcif) s (ix)C 1 _ 4 7/V3^^-*;l/**^S (09itf, y b^jfr 

yfvK a:?7Hfc£) % c 3 _ 6 i/^o7;V^S (0B*.tf % ^P^PtVK 
V^P^/l^if) N t Kn=¥i//^ C, _ 4 7^=*^ (09*.tf, y h=¥ 

h y ^/K ^5vK 2, 2, 2 - h y 7/^03i^-/K 7* fcVK -f V 

tfx y h=3rv\ hy^yV^-ny h=3rv\ 2, 2, 

2- hy ^/V^-n^ Zfntf3r*y s ^y/n^^) 

1 ftl>L 3 flOflHfcS&JfrL-CWCfc «tV>7at=.yl/^»* UV\ £fc 1 m<D 

py^/K ^/I'&if) , C, _ 4 y ^h=3rv\ 

(09;tfif. £3feD§B^ ^HIK^ fiftjtlf^ftif) £-£/kW5 5£fctt6^©:?g 

mmm (mx.it, ?v/k fy^/K try5$?=/K ^Tvy/K ^ 

t y y a* ^) * if t>0 * u\ 

ftif) , ^M3^>"ffe;$tbTV^tJ;V>C 1 _ 4 7;U=*r/u£ (0!l;ttfy?vK hy 

x _ 4 r/i^a^rv'S (fli&tf* h^>', hy^/^py ^h^^if) N 
^-c, _ 4 r/v^Tsyji (m.tf^Tvi'Tsyfcif) , c,., 7^ 
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3* CI] T'g$ti5{^fetfc{^Ol«t^tOtlTfj:, ^(11) 




/E' ^Ar' 
D' 6' 



a' »W^£^LTV^'b«tVN6mm^b7k«^ ; ciiitll 
-cvv-ck .tv^rs: y^Sr^i - ) * -o-3:fcte-s-£ x fli^-co- -c 

S-^fc(i-C (R 2 ) R 2 8 — (R 2 &£im 2 * • t^^tl7X^ 

3*£r ; Y' f±, Y' fc«S5i-5^_^.iS-»ft^©»*t± 
— CR- 

&;E' te-NR 7 - (R 7 f4**M«fcl4«jUIS:#UTV^t>J:V^b!k 
, -0-£fcte-S (O) n- (nliO, l*^.tt2^^rf) £; 
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G' WJfrS^fcttC, _ 3 TtV*Ul/m* ;Ar' ttflmS^LTV^t i 

±es: [in <K a' ^i^c^s^ruxv>Tiv^mSi.u-t(t, Mia 

10 TV^fc^fijfegiH£g^;fr1-3 0 

.LfSsS; [ii] I 3 . rggygs^fLTwrfc J:v^fb**a£j % rg^g^ 

TfimS W LT V NT t «k V \gHbjc*£-CEife £ tiT V NT t «£ V n * -f h % 

r^y^Ttf^^-^ySTS^^iLTVNT^ivNC! _ , r-Mri^ajj > 
d 5 fcz#-H»»cfcoT7Bj$LTfc±^ r^y^7tft^*yST**^$ 

^UtJ:^ r^-dry^fctt^^y^TSife^JXTV^Tt «tV^5j|^L7 
20 m^J i:fplM^^"1"5o 




r 7 ^z«^oTMutj;^ r**y&$.izt£ i ?ttymx'mm£ 



I] 
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if>-#^ X' ' &-NR 8 - (R 8 ^7K*J^«7c^ft^S^^bTV^t>J: 
^mkfcm^TFlT) > -0-^7c^-S-^r, U.tt- (CH 2 ) m- (mfil 



jiisss (i 1 1) a' ' c mtexvrDm^^x^x^w&mt 

dint, rft&^£^LT^T4><£v^t7K»£j tttWB^Pl* 

Civ) 
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— CH- $tz\t — N— 

«\ Y' ' li-CH 2 -O-, -S- N -CO-, -CS-^7bfi-NR 9 
- (R 9 f4**^*7tfi^^7k5fSStr^1-) U' |i-NH-, -CH 2 - 
*fcl±-CH, NH— £\ R b tek*lf ; f : *7bf±*Jfe$ixTV^t>«J:v^bdc5!l 
Sir, te-S^-g-* tclt~mm^^i- 0 ) ^*£;h,5<ffc;3*£fcH:*:0> 

(iii)^n ^VT'fi^^HTV^T «k^7/v= ^fv'I, (iv)^ p -y^TS&^ti, 

1 — D 

-<y^^7^|f) s (vi)C 1 _ 4 7Ao*A&?W& 
SfcttS^-C^ _ 4 7/^7s/i) % (vii)C, _ 3 T-Xtoa-^at (09*. 
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/K 2, 2, 2- hy ^/l^pm^vi^ ^^7A/tni^ T'Plf/K 3,3, 

3 - h y 7^070 tvw -y y 7*0 tVK 2 - h y 7/i^p ^ ^yt^^vK y 

5 ?7W 4, 4, 4- h y 7;V^n^/K -Y y^f/K sec-T^VK tert-^f" 
;K ^fvK ^y-O^/K -t^^fvK 5, 5, 5 - h V ^l^p^yfvK 

4 - h y yjv^rn J- fvVT'^vK ^^f-V/K 6 , 6 , 6 - h ]) Vjvirn^-yjv, 

n^^/K S^/kfrP^fTK hD^PP^f/K HJ7/utP^f^> ac?7K 
10 2-7n^f/K 2,2,2-M)7/^nif;K 7ntVK 3,3,3-hy 

-f p fc°/K ^y7o tf/K 2 - h y 7/^p * ^/Vm^/K 4 , 

4,4-HJ7;>tP7f;K ^77f/K sec-7^/K tert-y^/V&if©^ 



An^VT'ff&^VC^Tkil^T^^S^ Ltfc #|;Lte\ 1 * 

v n 1 6 ©iitifcij«©7^ = * ->as* fc ft r turfite© rtfAp.yv 

h^rv\ hH7/VtP^b^X ^f^y 2, 2, 2 - h V y h^>\ 
25 7 b p^>v\ ^y7n*>^ 7"^^^ 4,4,4-fi)7^tP7h^y -Y 

y7h^y sec-^h^^ ^vh^y ^^v^^&^j&WBStu & 
^y 2,2,2-h!J7/vtPxh^y 7p^^y ^y7o*>y 

4, 4 > 4-H)7/WtP7 , b^y YV7f^y sec-^ h^rv'^t*^ 



15 



20 
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p bVv^^- % -ff-Af^ 4, 4, 4 - h y -O^/H^ 

h y 7/V^-p ;>< fvl^3\ 7"o fcVl^;3\ ^ V 7° p fcVl^^ 

77-A^* s 4 , 4 , 4 - h y 7Jl>*u7*ft&tt EOmMm. 1 L 4 ©ffit 

^U^^©tU^ (i)^P^Vig^ (ii)/Np^y-cgm$HT^xtjJ; 
V^Cj _ 6 T fr* frm, (iiOCj _ 6 T/V=r^^ (iv)7X^S, (v)C, _ 4 

L4H, &£L<te2£fcte3f|-e;fc5o f^A«fc3^t±Qat±©B&UtJB 
i^-(CH,) 4 - (qtt3JScVNL,5©aafeS:*1-) T^$tLoStSrab5^ 
V^7*^£«LT^-Ct>£<, C©^^^ [I I I] T*$H5^ 
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^sjsv^ft, nno^n^v (stifBtii^) misoc, _ 4 t 

5 ;v*>vm Wx.\*. *?VK ^?vK -fyyDtV^a ftif-Cfi&^ftTWt 

QW^witsatit ^mmmw^u^mmm^ &&&&& 

XXtmmW.** 1 *V^4fl, 0* L< 1 *fc|42«l*UWr t> ±V> 5 Jl* 

(D-o-^vat (2)fy^ (3)f7^vi, (4)try se^at (5)try^ 
«Ft»*L<H:, 0d;tri^:'i£>'^:WBv<»s>*b3o 

, (ii)^n^^T-a^$tLTVNX'bJ;V^C 1 _ 4 TATA'S (^TUi* 

^tiwrfc.fc^c, _ 4 7^=^s (0»j;ui* h^v^s ^h=^>, ^y/p 

20 #3r^ N (iv)^-C, _ 4 T^W^S (ix. 

tf^^ATS/*) > (v)C, . , Tv//Wi-^>X (flJ&iiTir h3->^) * 

WC^J^C! _ 4 TA^v-g (itjfs £ mMM) 

25 ±is^: (i 1 1) ^ R b tt^^MMfit^T^ x^mibTkmmt 

_LfE5£ Civ] Wfi-CH 2 -CO-^Ttte-CS-^U 
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<\X -CH 2 -CO-ffc5. 
_Lf25£ CIV] (f» v Vtt, 

— CH- —N— 



— CH- -£f-\t — N— 

±IB* CIV] Y' ' tt-CH 8 - % -O-, -S-, -CO-, -CS 
- N — NR 9 - (R 9 &mibmM&&frtZ>o ) §r**U $?*L<tt, -CH 
2 -O-, -CO-, -NR 9 • - (R 9 " ft % ^^tf^^/K ^5VK 7° 

<tt, -CH 2 - % -0-T'fc5 0 

±ES CIV] *\ U' I4-NH- -CH 2 - N -CH, NH-^tU # 
£L<te-NH-, -CH 2 -T*&5„ 

3* CI] "C***L5{fc^**fctt't©*0, I©^U^jiLt^ [V] 
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h immMv^ l x ^ t fc i v ^awfciWfc** t fc li^-^r y it * *lt i^t % ± ^ ^ 
tcimmm^vx^xh^immit^mm, tfctt-^t^otiitsM 

±f£5£ [v] *k R^isitfR 11 -testis ruiftssr^ru-cv^tiv^tt 
»*L<tt«*.ff^^-/K 7°PtVK -ryyntVK 7^vk << 

-/K ^y77=/K sec- ^7" =A^©^*ft2frl^L 6 £>7/Hr=/V£/&SJB 
2 ftl^L 4 (07^=- /w-Sfl^v^ftSo 
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s SmS^UTV^^iVNC, _ 7 7/U**« (»*t<tt 

10 ft^S^LTV^T 1 b c J:v^C 2 _ 6 T;vtr=./vm (&siL< te^x^O %.1ttZ 
WU&arflTLTVvcfcJ^C! _ 7 7/v^/w£T*fi&£tirc^T<bi:^t Kp^t 
v^v-X (#?£L<te, t Kp^t^/vS, ^ h^KifOCi _ 4 T a- 
teb'*W^L<, ^^"t?t>/>py^^7c{ifi^^UT^T 1 b«tV^C 1 _ 
7 7/1^/1^ W£ X. rgg|g£;frLT^-Oi>«fcl^C 1 , 7 7/i^A- 

±150, _ 7 7^A-£©«lfe££ LTfi, 0ax.fcE, 
20 (i) t Ko^^I, 

(ii) ^y-Sfctts^-c, _ 4 7;^7-;;i (#J % s^*/u7$a 

(iii) C, _ 4 TA^/^it>^»^TO^{c4*ilT-, |fe»JIK?\ 

25 /v, yy/K t°y^/K ws.it^A's f/y'D/K -o-y^yyy/K ^yy' 
y^T-y y /k ^^y^-y-y y a, -oy-r y«*y y if) T-sm$ 

(iv) C, _ 4 r/W^/^itfCj _ 4 .TA'*A'-*A'tf—A'-?W&iStl1tT$. 

;S y^ (y ^/i^/i^-^) 7$y) % 
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(v) C, _ 4 T;V*;V&£.TfC 6 _ , 2 T D -;V-#/V**~/VT-E&£ftfcT 

(vi) ^/^fcii^-C, _ 4 T/Wa^-Ci _ 4 7/W-75;S (#k 

(vii) C, _ 4 (0!k , ^n^^JR^* t Kn*5<«*5J:tf 
Sr^-L-CVN-C^iV^Ce _ , 2 (#1 4-fc Kp^7x= 

«fc^C 7 _ x 5 77/^/V (flk -O-^) . C 1 _ 4 T7V== 3 fv'-C 1 _ 4 T 

flKftIR?>fe £?<7>^T n Mtt 1 JfeV^L 3 #£tf 5 ftV^ L 9 JlOttMS (0!) 
t'-^y^/K tf^-vvK ^-/V^y^/K ^~/K tf9 5?/K tT 

y^^/K ^r/y/K ^yy^Tvy/w -owy^-r/y/K -<^y^ 

ti^^-e^^■Ct>J:V^5J&V^U9Jl©9l«T5>'* (0U fpJ^K ^ P V 5 
^/K t>^-/K ^/^y-;K 3, KPfy v^^-l (2H) - 

(viii) C,. 6 T/V^/V-^/V^/^^rv-S (#]xJi\ *?-A'*A''$~fl'* 

L3*#tf5fcV^9j|©**« (09*^ yy/K tfy^/w t?y 

^-r^y/K -<^/f-7y*y;K y^r/y/w ^y^^ 
■y-yy;K ^^yyy^-y-yy/^^) 2-fy^v^) * 
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y^LTte, 09;ltf, ^o^^ *s9v7*ls. ffin'OfiVs 

•/^p^p^y, ^p^v, ix^p^v^^s ^p^ty*©c, _ 7 

2, 4-2/^n^f-S?x>' % 2, 5-^P^t'^^C 5 

— 6 

ifC?C 6 . , 0 ©7!) -^*S«Fl^»* 

y ^ y> ^n^fy, v^p-^:/*>\ 9 s9vitr9$V^ ^o;ty|i s 

fct>s v^pyp/°^ ^p7^>, ix^p-^v^y, v/^p- 



• #' 
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K 
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7JP01/10829 



_hfS5£ [vi] ^ 



// K \V- « 
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5* CiK (II] « (in], Civ], [v] &£t^ [vi] xmt>ts 

ft&ik&mttmmxh'ixh. mm^mz.wm^^m.xh^xi>^m^ 
*tiz> 0 z<D£?t£i&ti,xn. ^ en , ci n s ci i ik civ], 
cv] cvn x&t>£tiz4k£tm&$^*^mw(Dmkmziitz 
mm&m (®l #y £A^T^#y£j», #a-v-^, 

(#1, h y y fvwr ^ y , h y ^fvi^r ^ > s tr v s»v f = y >\ ^ y -/v 
T5;>\ h y ^ y -a^x ^ v ; ^D^^7$y, 

5£ ClK (11)^ Cl I IK CIV], [V] fcicMVI) 

«s nsmt, mm, ^nftyi, hyy^j-um 
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* m , tin, ci in, civk (vn 

Ci IK Ci 1 IK CivK Cv] daiif cvi) ■c*t>stiS'fk'&** 

jB^uTSicn, ci ik [1 1 13, civ), cvrssiut cv n -t? 

10 ^LtS [13 , Ci -IK Ci 1 13, CivK CV3 *3<t^ [V 1 3 T* 
&t>£tiZfc&®1z±tt<Dmz&<ttZfc^t:^5 0 s£ [IK [ I 1 3 > 
[I I 13 , (IV), [V3 feitf [VI 3 -C«*>$iL*{b^4fe*fctt^:©«[ 

o^pK7^Lma;tn, an, ciiik dv3 , m 

*5it/ [vi 3 x-&t>£]riZik^tiittt<Dm*T i /m&m+z>&&. Wcr 
15 ,^I^7i//HL T/i^Wb, » >mt£3ntcfc&%) (#1, ^ [13 , (1 
i] , [i 1 13 , (iv) , Cv) Cvi 3 v$tt>ZtiZ1t&to&lttt 

it, {s-* s f-fr-2-Jr*y-i, 3-myi/y-4-^/v) y 

20 ;*5vWb, ter t-^/Hb$tbfc<k-g*4if) ;5£ [1 3 , (II), [I 

113, (iv), (v) fcitf (vi 3 T^$tio{b^*fcH^ro^ 7 x 

ivwb, f-^v-^vWb, 7-^y/Wb, Ty^Wb, at 
25 =/Wfc$*bfcfc***£) ;5£ (I) , [113, (I I 13, CIV3, 

(V3 &J;t>* (vi) Tf**>*H*^*4fc»*©^*^^s/^^i- 
3I§£\ vvvg^ xjr/Wb, 7* ^ K-fb^tLfdb^ (M, 77 

vVl^^^U^-TvWb, 7^^;l/3i^x/Wb, 77^^-> / ^f-;i-x;^x^Wb, 
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i/XA'tf—A'tt iy^j^^TMt, Vjv^xTMK ( 5 - y f^- 
^^-^r^^/v^^/^^^^x/Wb^ y fvvr s: Kfls $ Jh/fc-ffrfrttft if) ; 

(in, CI I IK CivK (V) #2:V tvi) x-&t>£tiZ4b&®$. 

£tc, ^ (IK (i IK (in), Ci VK tv) *sit5 (vi) t? 

&<Dmm %7HZ&3-M\rl 6 3Kd>5> 1 9 SJCfclBftSftTi^SJ: 5ft* 

( I ) , (II), (III), (IV), (V) (VI) T' 

s£ CD , (ID , (ill). Civ), (v) *JiU5 (vi)t 
*7t, S; C.i) Ci I) , Ci i i), Civ), (v) *3«fctf cvi) v 

&t>£h5fc^tt\tt<0&l*m&.7b% (0!k 3 H, 14 C, 36 S, 126 Ifcif) ftif 

^ CD t«$ii5fls^fto#KU^i tttt, S(ii) fcv^L Cvi) 

T**£ftofc'£^^ft!l^ 09*12, EPA585.9 13-§\ EPA6025 
9 8f, #H¥6-2 6 3 7 3 6t, #M¥6 - 3 4 0 6 4 7-§\ #M¥8-2 
9 5 6 6 7 -§\ WO 9 9 -3 3 8 2 5 ft ifiWtf bftSo 

^ CD T-^^tVo^^^^T-'b, 
2-[7-^ n n-4-(3-^ P n7i-;V)-6-^ f-A^2-X-*?y-2H-# n y y-W A0- 
N-[4-7/V^-n-2-( hp 7;Wfny^)7x=/V]7t bT5 K ; 
2-[7-^ n n-4-(3-^ o o-4-7;l'tn7i^H-^ y-2H-^ n y 

y-3-^/i^]-N-[4-7;Wt o-2-( h !) 7;l^to ^ f/i') 7x-;v] T*fehT$ K ; 
2-[7-^ P p -6-y 5vW-(3-y 5vU7 1 2-^"=3r y-2H-* p y J/-3--f A-> 
N _[4-^ p d-2-( h y 7/VtP^ fvV) T-fe hT ^ K ; 

2-[7-^ p P-6-y 9VW4-(3-y f;l'7i-;l')-2-t^ y-2H-^ p p< /U]- 
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N-[4-7^n-2-( h V 7/W-p y J-jv) y 7-fe h 7 % K ; 

2-[7-^ n D -2-^-=^ y- 4 _ 7 ^ - 6-[(4-7 31 n/V fcV<7 W ;l^)y tVW-]- 

2H-7 p y >-3-^;V]-N-[4-^ p p-2-( h y y 7 a, - 7i? f7 

5K; 

2-[7-£ p n-2-^-^y-4-7i=;W 6-f(4-7x=;Hf^7S?y-i-/f/i,)>f;i/]- 
2H-? P y ^-3-^;V]-N-[4-7/V^-p-2-{ h y 7/^p y 7^-/1^] T"fe h 

75 K; 

2-[7-^ p p-6-[[4-(4-^ d ; p 7 x=/V)-3,6-^t Kp t°y ^V-1(2H)— ( M y ^ 
/U]-2-^-^y-4-^^— JU-2H-? p y ^-3-^ /^]-N-[4-^ p p-2-( h V yjVUrn 
y5vu) 71=^] 7th7^ K; 

2-[l~7 p p-6-[[4-(4-^ n p 7 31 =/V)-3,6-^ t Kp fc° y i?;x-l(2HW/k) y f- 
M-2-**y-4-7 ^~)V-2W-7 P y ^-3-^/V]-N-[4-7/V^-P-2-( h V 7/1^ 

2- [7-^ P p-6-[[4-(3-p< 31 ^/V) t°-^ y W )V\ y ?-/U]~2-Jr3c V- 

4-7 x.~;ls-2H-7 py y-3-4/yl-N-[4-7 P p-2-( h y 7y^P y 7 31 — 

M Tir f>7 5 K ; 

2- -6-[[4-(3-y ^vv^ 31 ^/v) t°^< y v-w /u] y f-jvyz-ar* y- 

4-7^=7W2H-^ P y y-3-^/l^]-N-[4-7/^P-2-( h y 7;^P y ^vl/) 7 31 

7-fe K7$ K : 

2- [6-^Pn-2-t^y-4- (2-^f/V7x=;U) - 2H-^n^y 
-3-< (W) — N— (2,6-^h^>7i=/l/) Tir hTSK; 
N-(2,6-^h^>7i^)-N' - [3 -(2 -^^71=^)- 6, 7 
-v?t KP-5H— f VtV [5,6-b]77y-2-^^ Jjcfjl ; 
N- (4-^on-2-h]J 7/Wtn> f ;l'7x=^;U). - 2 - (2-.i"^y-4 
-7x=;l/-2, 6,7,S-fh7t Kn^o^[g]i?n^y-3-^f 
/v) Tir h75 K ; 

2 - {7->7 p p -2-^-^r y-4-7 31 =^;V-§- [ (4-7 31 =7W- v 5 — AO y 5vV] - 
2H-^ p y y-3— T/H-N-[4-^ p p-2-( h y y f-Ad 7==/U]7"fe h7 
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2- [7- 7 p p-4-(3-7 n D7i-;V)-6-^ ^-;v-2-^^y-2H-^ p y 7-3— 
N-[4-7 p p-2-( h y yjvirn y yaL=.)V\T-^ VTX K ; 

2- [7- 7 p n-4-(3-7 p P-4-7/V^-P7^^7V)-6-^ ^;W2-^-^y-2H-^ p ^ 
7-3— f ;v] -N-[4-y p p -2- ( h V 7?v3rv y 7 =■ T±hT^ K ; 
2-(7-7 p D-6-7/V^-P-2-^y-4-7ai=;W2H-^ p^ V-3-^;W)-N-[4-7 
;Vtn-2-(Mi 7/VtD^f/P)7x=;l/]7t h T 5; K ; 
(2E)-3-[3-[7-^ pp-3-[2-[[4-^pp-2-( N <J 7/VtP^^)7x^]7^ 

y 3-2-^-=^ y a^/i/|-6-y- 5vw2-;*-^ y-2H-y p y 7-4— r /v] y » ^/ki-2-7 0 
p^T-ny ^/V ; 

2- [4- (3-7 nn7i^)-6, 7-^^ f /W2-^^-y-2H-^ o ^ ;V]-N- 

[4-7 pp 2-( h U 7/^py^)^3i=^]Tir h T 5 K ; 

2- [6- 7 p p-4-(3-7 p p 7ai=/V)-7-y ^/W2-^"^y-2H-^ py 7-3— f/V]- 

N-[4-^p P-2-(b y 7/Vto^f;V)7i=/l/]7t hT^ K ; 

(2E) -3- [3- [7- 7 p p -3- [2- [ [4- 7 jVir p -2- ( h ]) 7 M p y ^vw) 7 =- T 

5; y 3-2-^-^ y^^/H-6-y fvi^-^y^H-y p y 7-4-7771 7=~/7|-2- 

(2E)-3-[3-[7-7 P P-3-[2-C[4-y/^P-2-( h y 7/l^P y ^/V)73i-/V]T 

5 y ]-2-^-^r y oq^tu] -6-y 5vw2-;t^ 7-2H-7 p y 7-4-^r 7 ^ —^1-2- 
2 _ (6-^nn-2-^y-4- (2-y^7^-;v) - 2H-y py >- 

-3-7/71 -N- (2,6-^>Vb=Srv'7x^) T-fehT^K; 

N-(2, 6 -i?* h^rv-7i=/U)-N' - [3 - (2 ^7*^/1^) - 6 , 7 

--7t Ko - 5 f >'fV [5, 6-b] 7 7 y- 2 - ^ /V] fcm ; 

N _ (4_^nn-2-hy7;l/,fo^f^7x^).-2- (2-^-^7-4 
-7^~/V-2, 6,7,8-7F7t KP77P-^77[gj7py7-3-7 
;U) Tir hTS K ; 

2- {7-7 u p-2-^-^r 7-4-7 ;W6-[ (4-7 ^—sV-l-t'^y 7-/7) y fvV]- 
2H-7 p y 7-3-7 A-} -N- [4- 7 p p-2-( h U 7/M"P y ^/V) 7 31 -/V] Til YT 
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2-[7-7 P P-4-C3-* p o7i=^)-6-^ ^/W2-^"^f y-2H-^ P y y-3— T^]- 
N-[4-y p p -2- ( by yjvUr p y fvV) 7 x. Tir h 7 5 K ; 
2-[7-£ P p-4-(3-7 P p-4-7;M-p 7^~/W)-6-y ^-2-^-^ y-2H-^ n y 
y-3— r^]-N-[4-^ p P-2-( h JJ 7^tP^ ?vV) 7i=M7t h T $ K ; 
5 2-(7-7 p n-6-7/Wto-2-t^y-4-7i=/W2H-^ p /• V-3-^;V)-N-[4-7 
;l^p-2-(hy 7/t^py^/v)7x-/v]Tir hx^. K ; 
(2E)-3-[3-[7-^ p p-3-[2-[[4-7 P P-2-( h ]) 7;Vt>t p ^ ^v) 7x^/V]7 $ 
/l-2-^y^/^-6-^ 3-/U-2-**y-2H-f py >-4-^/W] 7*=/V]-2-:/ 
n-<>l£y 5vl<- ; 

10 2-[4-(3-^do7i=/V)-6, 7-v ? ^5 L /W2-^^y-2H-^P^ ^-3--f /V]-N- 

[4-^pp 2-(h y 7/U^-p^^)7 = -/^]Tir hT^ K; 
2- [6-^ p p -4- (3-^OD7i -7-^ ^/V-2-^-^r y-2H-^ p ^-3-^ /W] - 
N-[4-^pp-2-(h y 7;V^p^ f-A^)7x.=./U]T± hT5: K ; 
(2E)-3-[3-[7-7 p P-3-[2-[[4-7/^n-2-( h ]} 7/Vt^f;V)7x=;P]7 

15 ^ /]-2-^-=3ry^^/V]-6-^^/W2-^-^y-2H-^ P y y-4— tVV] 7ai=/V]-2- 

7"p^ ^IS^^ ; 

(2E) -3- [3- [7-y p p -3- [2- [ [A-7;Vir p -2- ( h ]) p y 7 ^ -/V] 7 

5 j ]-2-**y^M-6-t ^;u-2-**y-2H-? p y v-i-^M 7i=^]-2- 

7°p^I£ ; *7c{±• ; e^/ e ^ < ^ ^ ^0^U<fflV^b^^Oo 
20 ^ CI3 «£;ft^t^i:fccfct>^*&te x ^{b^^^IMcif^b-a'^)^ 

^tfo t^fcHt-^ tin, ci i n te&n ci v] fcrt/:ii^iit 

#JxJ£ N EPA5 8 5 9 1 3-5^\ EPA6 0 2 5 9 8 ^§|2p6-2 6 3 7 3 

mmit-km cv] *3it5 cvn &£vztib<DM.i±, m^tw^m^^ 

25 TMiti-o^t^-e^So fip*,, ft&m CI] £fcte*<7)&«:, [II], 
CI I I] [IV] £§^§5±lE£*q#ifc, [V] [V 
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(VI I I] 



10 -y/V#>-t>y-2, 5 K<b£>^*7VK p hn7i/ 

*/c, CV] £fcte^i£te, CVI I] £fcl3>£ 

i/-<yx-f y^y'y h y :7;M-p*7^*k, 2-^ h^-i-^ h^->^7^ 
^-/v.i^-iyt Kn^f-y y >\ 2-^ y^/i^^-i-^ y^/M-^v^/i^ 
=^-1,2-^ t Kp^y y ^ (^yv h y 7/y /w-N-t kp^>- h y *v-^ 
/vr^y^^—^A^riJ-^v^n y y«^ N i/y^^u-^^^y/ur^K 
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ft-a* [vii] coifed LTf*, mneutft;** en 



+ H 2 N — ( J ) 

.cooh viy 



[vi i n 




*>s mm**** vfi<*v. wjy, n, n-^/wm7 

;TF-?fr& 5 ££«tt«fcW0 o Cft^Li 20 ° c ' * f * u 
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*©«*7 5V* N. N-*>W^* N. N-»;xW S pyW 

« i uc» i^lio * a** ff* L < tt* 1 ^ L 3 **S*e 
8 5 9 1 3^B^^V^b^^C^^^#^^^^^^ 




[5fc4\ R c \mv*;vm {t^/K ^TvK 7"ntVK t-^fvUB *\ 

raisin <te* cvin ^fcrt^oifcfca^K*^*^^^** 

^/i^*7VK ^b^*^) 
* K (Mill K*£) s flW^ihs ttHx^a^l^nyK* 

»g«f^ ®^ its©»«ET**it^fcn, flats* ltw\ »b<ii 
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(l^^^MUT, ^/klfc^U&l Ofi^/Htfct), #£L<te, 

(flfctfl, ^"3, 4, 5, 6-fh7k KP-2(lH)-tf D ^ *S>t£ 2).*-*$ 
15 /I* («?L tf , Tir h = h 9 h 'J if) fc W«VN b^5c r 

l^?AflXfc«* [VII'] *fctttOl&»UtI«6l4v^Ul 0 0 5 5 P y 
h/K Sf*U< fiSKl 0<fiV^U5 0 5: y y yh-^T-fc©, SJSffl&tix 
20 2 0 o C^V^URf£;^CfflV^?)W^«^^^V^b^ ft 2 5°C^L1 0 o°c 

^tio ^/vftT-fo 9, »* t < I*, fto. lft***^ u i /^ilv^ 
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/Vai-yVK rf7tKD77^ i?**^*^ % KSS N, 
5 N-^f;V*;^7 ^ K, tvI/JJ i^ife h y T S Kfc£) N £ 

(MZ.&1, 5vV-3, 4, 5, 6-x h 7 t Ko-2(lH)-t: 0 V $ S^fc £*) , = 

10 1 ^7AO« [Vir] K:#LTa»ftl ^Ll 0 0 $ V V v fvK b 

< tm lo^Lso^yy?/ h/u-efc*. ^j&Mte, 2 ot^us 

15 teSf&H, Dien-StarkO^bX^g^tncioT, RJS^Kl^CS^SrKi 

£fc, £^Ig2£-*UcfTfc5££.t>"T?*3. #I;U£ N =i/n^ 

20 jft^oy Kftif) £ N m&bisX* Witt, 3WlT$>W. (fclfctf, hy 

fc££ffl*9*ffl^*££:K:J:oT, {fc^fe cm") J^te^i^e,-^^ 
^ [vii'"] iz±tto&*M&fZzb&'V%2> 0 *o>mzm\,^tiz&^ 

74 KOftffiitt, SWb^fe (VII"] Sfctt-tOtttefcfrLT, ifcl. 
Itf^ktiS. ffl^G>;h,5jft£©»i, ®tti*b£4& Cvn"] 
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LTtt, ftttlfe .BISk h^o pg^gfe, h y 7/^0 

10 *.tf % &lt JWtoic*ik ttlt y vilftif) fcfflv^:: £S 

■So pgiatii, Fyx.«^T/v*y^s (m^kit^y^?.^ 
15 mim-rY')^^. j*ufc**jby*.*fti?) jwbv*6>*i5. /Bi^tLSSfctix 

-tei&S^Ate, SifiMbfrtt Cvii' ' ' 3 Wit, ft 1 ^evHlftv^L 1 0 offlpeA' 

20 ^n-^f-y, -<yifvfta % fijRT/l'3-/Hl (Witf^^y — 

h\ ^M^^vvy^&MTS Kft£) , [7V7« (tt*.tfl,3-$^ 
?yl/-3, 4, 5, 6-r h 7 t Kn-2(lH)-t° J> * i^ft if) ft ^JB^ibftOo f££J3 

fto. Si*<&ttJfl*tt* l^AOft^l CVII"'] Wl/til^lftV^ 
100$!/!ly h/K b< fiUS 1 0 ftV> L5 0 ^ y V y h^XhZo KflJifi 



5 



t. L < ft 3 0 #ft^ 1 4 B»(WC*)6 0 
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5«1 0#ftV^2 Aftm. $f£L<&, &)3 O^ftV^l 2B#ffl-Cfc3o 

?n&m%kl SrfflV\ £fc436n©#fe CW*.tf, A. B. * 5 ^Hifcb (A.B. 
Smith, III. et. al. ) , if • ^ ■ • *~ ? * * * - * ^ - 

(The Journal of Organic Chemistry) 5 0t, 3239-3241 K> 1985 
10 %ft\i^Z>Z.kKJ:oXfft>flZ>o 

±BR*fc/B^&*LS* CVID . CVin *5J:tf CVII") #1 



15 
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15 



«*^*^J:>*****- CIX3 ****** (** 

* f - { ^*^v*^ ^-fe'y^*^ W^^*^ 

r*i»«rRffSftv«iE (mtfnnK^7y> ***** 
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wu>. M*Btta«ftiftvM.9 6iwi, ff*L<ra«iftvM,7 2PMn-e 
fc^ 0 [ix) ttK*<Dm3Lxmm<ott**te&» do 

p 5 Kft W , ***** »«*** <**tf ****»*©**** 
ftifc©***, ^y^^**k ©****« > («i«tK 

a* if) ^Wv^t^o ft** ax) *fctt*©**ft** 00 
•fWW***JjB&*****^ a *** (*^ cn *^ v^n/W*^ 

^"V*^*^ k ° y ^ N,N "^ 

; fc'j^ »S»*»aa**-10^L120^ ff*L<S*0*fcV^l 

4WIB-efe5. ft** W Sfctt*©*®*** 4 *** CIX] 

* 1 *A*:#UC* 1 fc^L 5**iS* m U< B* 1 ^>t3^iftfc 

3. *SfcU-C»«*tfby=^T5y*©T/l^^T5>1B, N-**A>* 



_|/JP01/10829 
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5 



^ m „,ymm#x-hz^ txi) («- *», **** 

eft****, tittw*^**^ 
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yatV^r/K ***** ^ h*«~*>*». 

t - y ^ * = y ^ n, n - ^ *wr - y ^fc 5 vmtt am 

k-cm^Mo Mm.mm^m^m cm] ©*i*/nc#u-c«^ 

^-10WL180U ff*L<B«0WU20WW. s*n*n 
.(*»«» i 5 4 o *m&« t < tt* 3 o am*^ b 2 o «MB-e*»5. 

it** [xii] ©tea**, <fc** txi) *fctt*©ai*A-rc» 

UTtt 1 *^b 5 »* t < tt* 1^13 

±|EK^S■Cffiv^e>i^5JMWfc#* CDO , CXI] 
EPA6 0 2 5 9 8^CfB^^V^U^^b^^^^o- fc# 

*«LfcflA» tv] , [vi] *fcft*a>*©«MW>*»6a8^ 
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TA-*A- *fvK n-^PW. i-^^K 

-ftbwwatu-cB, 7 '*- **' 

l& , **** C, - . r^-**-*=* «^ ^ 

T*** (**■«. n-^o^K 

; tert _y^^) . ^ c f . . . «^*< 

^-sa^a- <«*«. - 77 ' A * 

a*, **- ^ 

^ . fcirt -7^ -A C „ T 5^#A- («*-«, ^* 

^e*»* **.«* a*- as. t K?vv, 7==a-e K?^y. 

,. -<■£.*■ xffAi, r vl [VI) StlitWoS*- 
ELM>#8KioT#M<'«lBoW ivj , I'" 
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*>< ur#b^5*»w©ft** ty] cvn & 

#%vfcwt cn , ci n . ciiik civk cvk 
r*-*©-^ **** ^ * = v4% ^/K 

wwmmtiffi (ptc a) 
wc, mmts® cvj . cvn jsi^^id &*pft#& cn, 

*«UB) **U CD, Cin, CI I IK [nO #J:lH:fte>«>** 
R«Mg*ttt?S^t?*>9. *r8Mb£* Cv] , (vi) %lnb<D*s »^ 
fc©:/p K^^tt. Hffl** ^ 9yK ^ ^ s 

^ t ©naw^c-^iiL^ rTo-Aiaiiisiti, 

*©fiAL«*fc£) t*ft5*iWW'««M^^ 4&*ufls** CIK 
CIIK (i n) n CI V) ^iife^ ^tRrftb^* K5y^iR 

nspi i-4980 2m 0- 1 4 7 5 2 7#&#, #H¥10- 
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1 4 7 5 2 2*&*U ^M^l 0-1 4 7 5 1 9#&«U 4#H¥l 0-3 0 6 0 
78 ^ ^7-1 4 9 7 3 3^*, #§IBg 5 9 - 2 3 1 0 5 8*&*U 
4#*sp8-5 1 20 4 6-»&«L #§¥7-50 3 7 3 7f^ #i£¥7-5 
0 3 7 1 2^ ^6-5 00 3 3 7^ ^6-50 1 46 3* 
43$U USP5112827. USP56 5 6 634. USP5596001s 
USP '5 362878, EP 5 2 394 1, EP5 2 28 8 7, EP50643 
7 V EP50l 8 2 2^^gB^$tlTV^« (#KJI#ftt^J&£avt^5 

mm^^^^'t^ms&mMns hmg-c o Amytrnmpmrnm 
mm&n&fc, z&R^hhs *A^-ct>iKStta^'#* J &* 

y K^©#y T;^^t e n y ; ®#y *f^^5 n-/v^<D*° 

;Vn -7 ; m£7?> v ^* /Vn -* > y/^^^y-^-L- 10 0-5 

5a*(DT? y ^m^/i^t^ y /vs&<D#fi£# ; * y a#^* 0 
y * * t * y *° y sm<o* 9 7 v y 9 r 



WO 02/47723 — _fcT/JP01/10 8 29 



10 



9 

74 

y/l^rc^/V&irj^ *7? y f ; ^^*<^4^T>'^^^ 

*°y \i-)V7)V^~-)V s T7\?T=?J±s 7)V^vW?v 

y/m= ^/u^^^-A-fe/na— ^*^#*b<» 

KD^^PtVM^^n-^^^i^-h, #y tf=;vt°ny t Ko 
v);V^=i^y^-L, ^^7^y;H8=^!)^-L-l 00-5 5*£*Sff3i"T? 

20 "WCfcJ:v\, 

(Dl^l^^oWffl''^^ WEfck 

25 jK^Jw^fcfll* b-Ctt, <?<l;Uf. ILttfs 6*K D-^-h-'K fV7 

^ft-fe^n-*, *s*.?zi-x. ^TLt>7°v, ^y-h-zK ^S*^ 



15 



WO 02/47723 ^T/JPOl/10829 

75 

' 10 M) , ^o^/^n-^tMJ^A, WB-7*/k>-)i., #ffi&t: Kn 



25 



3S*«ft* iffcj: ■? Mitt 5 - 1 5o 
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(1) y t°K • y ^ • 77-*immzm%tf:^mM\z.mmu 

(2) r c^4fi£#&;&q x_> 

ft* (2) -caiatu fcv^&TTe»mfcfctti\ 

(5) iiisMm (2) 'vwkvimm&*m£tt*mm£»mvs 

(6) &wtefocxffitem, mmMs w^iw^c^^wji: 

±E»tfs (i) twsfiiiatii, *«»tt*vNU^«Ett©y f 

£P&££tt1\ #l;ifc£ N 7<^y-/K ^^y-/K /d^v-;k -Y y^n tvv 

fytcc— ■ f/^J;^-^ ; S^^V^— 7VK tvK 9 MVf 

^:-<^ify, h/ua^ ^s/u>'©J:5*^«ft«{k**»i:7-feh=hy/p 

h y^ne ; ask e*>-EK$®«t8ife8! ; i^^/v^^tvhs, 

IS ; Tir h V, ^ h >if 0-7- j. y§ . ^ f^;uA7 5 h\ i/* fvwr 
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77 

-CJniS.1-3 r t V *8i&te&V> L^ttO y tr K • y y^ • yy-^ainf Kb 

3te«nj#JSr«*aa^ ufc t © £M-3«h-3 r t i o-rfistt s c t s 0 

aifcSfiJttt* 0. 01:1^100: 1 cDlEfflT-foiiff «t < % »*L<ttO. 
02:lA»b50:l, «fc 9 0* L< 1*0. 1 : 2 A»e> 2 0 : 1 T'fc <9 N 
£?*L<(±0. 3 : lfcVLl 0 : 1, J;9»*U<141 : lftV^Ll 0 : IT' 



^^VJPOl/10829 
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#3;L<te0. 3 : lft^Ll 0 : 1 % £ b t < 1 : lftl>L 
3 : l-efe5 0 

5 ±B«M^ (5) T^1"5*»«^tt*fcrofe$^-f, «Jt^no^ 

u-gfeau 
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MUX, iit'O. 1~9 9% (w/w) -CfoSe 
^^©Hfr^Wfc*^***^^*^**^ *' Ji!L ***** m 

tzMzzvmz^ mm±m^^, »*i~9 9. 9% (w/w) 

««l^»^UTx if0~9 9% (w/w) , &3;L<te5~20% 

fc*9*fc5#. 3Kffl^»Kl»LT, »*0. 1-100% (w/w) ■?*>*. 
UK mffl£A^ttLX, il3?0~9 9. 9% (w/w) -CfcS. 

-MR C«k v^A7^n^l) , 
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t^—ryy, ^^y, ^U^py, y^yv, ^y*- 

K, -CViX^yy^, ?>=i/^, ^i)y, /^ay, 7^ 

y>S, -Y*s?y>»0 ; OHOTtttt (^*vT K) , 

5 p^ n ^p^) ; ^7o-f : ^1/ K=/d V (^U K=^) , 

P ^M)^A (y/W.^Kn-/i') , ^y*y> (Jlyfny) ] ; 

*) ) RVCa ffifim (^=^t°>-) x aliftlil, A I I SrftlK 

15 

20 skteMj&j-pjfeiMm : jfa.^@lipui:^ (#k ^<y h y r>2s ^-?y ^ 
M Cfck tPA, ^n^-if) , £tm/h« [R T^t°y^, ^i^^tr 

25 n) ) ; ^jkf : -37^fc°>, ^/l^TifA, -zxy'yjv, WSh^% ; 

: ifATP-Kial, oc> Kir y V^tfet^ 
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0-9 5% (w/w) T-fcoo 
5 n°p*lJ&^»J (fljfctf, »5fc &e£1 fcVH&k ^-fe/V&k ~> 

m&x\ mmxmmL. mmzi&mTzhntezkm&Lxm&ztizziitf 
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82 



«U »K J; £ rt\ iiS/^ 0.0 1-9 9W1 $f * L < ffift 0 . 1 ~ 9 0 W% 

mm&, mmorn. B&<D*<Dmz.fe&&ft*x^zmvtv>n&\zi&Ks 

CI I). [I I IK CIV], [VK (VI] t>U<tt*OJtSfcl47n 



5 
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R • fem\ k UTffiffl-rS^ $A 6 0 kg t I/O 1 S i t) <D&* 

*tt, SP?WO*&, lT«# (I) i LTft 1 ~ 5 0 Omg N »4l< f3$J 1 0 
-20 OmgXh 19 % #&n5SpJ©*£\ ^Z&ft (I) i tTJKj 0 . 1 ~ 1 0 Orog, 
* L < f*j& 1 ~ 5 0 mg s iiflfrft 1-20 mgT'fe 0 % 31 ©lafflTit^T fe#£f*JL 

m^s^ ifflwm&fc. m&ttoffltomim (ptca) &<owm$* 



a,^> ftsoai, stffi*m, tfcrwv^-^ t*^^v^ tr 

* * >mn&. # • ^^-Mtum #a*&sa&*3& w@52£?&iEs sty * 



WO 02/47723 ^ j^TT/JPOl/10829 

84 

f-isttV)^ y^yy—h^mffl (Ms v-^^y-K tuyj??— by 

^^^^ yy/^^-K , wm-y&m® 

X h 7 >»7" h V !7 A, * y 17 U^/jJffl^RMBlk CETPPI*^, 2 - y 
an- 3- [4- {2- tf-fr- 2-y ^=-)V7ui£**/) y^—;V] 7nt c t 
y^ni^/v . TV K • 77-vi,'a-f -f*/U • 7*I/f^ >T (Chem. 

Pharm. Bull) , 3 8, 2 7 9 2-2 7 9 6 ( 1 9 9 0) ) 

(2) flJ^H 

kKn^BPf7S?K, kKo7^WK, y ^y n^Tv 5 H\ 
^^7;^7 K s # y ^7 v> K> h y y n /vy Kfc , ^-7°f UJ£5g 

y t7*/>, hV'<$ K> ^^/7, y hyy*>\ ynir^ K> y y/v>- 
if) s *y«7A^tttfiJSH Utfn/^y ^ h y T^l^ftif) o 

(3) iSJiLjEf&^MI 



10 



15 



25 
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WW* <* T^-**>s»v. ^f*75M^K ^ 
^r***/ft*) , ^ MX <* K**V** 

^p-;K ^hau-,K ^fn- 

,v *A^**-/K VfVKnwK Tir^^wK TtV 

n-/K !f^n-;K * h^nnwK T 

*^*A**y*/i4Sa* ^'^'^ ^w<v>f^ 
^y^fy, ^vy^y, «^tr^ tap^a 7?=^* 
if) % 7?r^i^ («. ^^7^, tp 

T9*^5^ T^^b^y/K -^tVy/K r^!);K ^7^!)^ !> 

y /k ^ y >' y ^ 

©AII&^ 

pW-/, *>**A** T»%+*>9>. I****** 

(4) fr^f&fcX 
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(5) TFWm&RM 

^/^x/y, fcVi^TM-K 7«=wyfcif) * 

/3»H (0!U /^7/p-/K 7°7^hn-;K 

10 fc^Kn-/K *A^f*P-^ Tnfn-^a , *y frA^^A** 

(6) ftflEj^^itftttoMR* 

WW" Y y <f Mk*3vK ^77°p^ ^ h y T/K/p* 

(7) mmmmm 

7-t4 m (Ms v^^s m7*'^y*z) , o-^ 3 ^- 

25 (8) HDLtiW 

^PW^jfclBWS**. CETPPI«, LPLSttfldl*^. 

(9) -*££fl3l 

MM P Pl*^ 3- vir PIM& ifo 

(i o) jfn^itaai 
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(id ifiif^m 

(1 2) 

hv^y, K:/*?y, f;^^> v*¥h^»\ v?=f3->y\ y^vi-:y=r 

=¥iy>\ 7l-hi/h*C, G-7.ho77yf^i:'. 
(13) 

^ y - T v 5 h\ ^ vzf (tlg^n^ ^7 h-/v) % s<?T ^ y f - y 

k\ y7ry^yy, h^h^-yy, ra^Wv-y, f--r 

y p-iry yft£\, 

•Y k^^»7 y ^77, T^yy p tVK fy 7 t*y % # y*yy p tvvft t% 

(DfciH I 

v'K^yy, yyyyy, f->y*t?y % mtJis^i-t*^* s-frmum. 
y hT-tvvft£f 0 
®^t°p^ — ^ 



^^bT/JPO 1/1 0829 

88 

S^hyiM^y^ 7>M*sVy* k^7V!)V, 

^yy, #^yKW^y, ytrKWi/^ ^7^^/, 7 
<>yw^y fhW^TA ^yrf^^A 

vyTb^wtvy* K^iM^y^ ry^yy> ^yyy, 
-fe^yof-^ ir^rt-yy, t770pi?y, *7r^^ 
7l/ ^y, t7P^ti?y, t77Ko^y/K t77^yK-^ n?;th 

7 ^ t7n^ t7*f7A, i?7*^7A^M?7VW t7P^>A7 

77 /^y, -fe^stTA, t7^nv?y> -fe^yy^i/A, ir;?y^/-/K 
-fe^y**, -fe^***^ t7^7)/y, 37P^*i? 

7, t77-/!)v, -fc^^w^ -t?:7^v*3-w», ^e^f- 

a, 7/i/7 7fyy^ TX^ywtfcti^bo*. 

* (J. Antibiotics) , 3 8, 8 7 7-8 8 5 (1 9 8 5)) ft if. 
(14) Ml 

(D^-y -tiry^y, t e p-/i^- h y if 

®l*y7/-/MRi»fl: (Ms yb7=t^K 7/-/^fk 

[2- ( (1R, 2R) -2- (2, 4-»*B7x^) -2-fc K 
(1H-1. 2, 4 -MJ7y'^-l-^U) 7°p 
_ 4 _ ( 4 _ (2, 2, 3, 3-7f77;Vtn7n^y) 7x^- 
3- (2H, 4H) -1, 2, 4-H)7/ny) 

®x.*;$yi?^%kmm& (Ms jjxtf77is*y. FK-4 6 3, v-^*y 
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%y*yy) 

(15) ^tp^ Y&M^M 

7^^y, ^7x« 7/v7xtAi, ^ P7lty 

y> ^7u7xy, n7P7^ -f-f^V, **^U^ 
^ P7l y, 7xy77^, 7777P7xy, 7n^7x=y, 

(16) *TC"f K3S 

h . K , ^i/Ksj/oy, **a^K-/*^ Mk=A**y* tKp-/v 

(17) &2£flS^ 

^ 0 7^>', ^nu^ rif^yv, ttiJ^A 

******* = J 

(is) &m$M 

(I9)_ffi*§* . 

^^7p5 k, wwf^ 7yy77^K *\>9*r7% h\ 

^^ t7i 5^** 7*^* 77^A {TP^hy^ 
-feiH^fy, 7n^>5 H\ **?*77-K *W> K, 
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•fch7*Mh-K k TA^^ih /nx^7V 

i^fcifo (2 0) ^'ifefcAJI 

(21) 

— ;i/7MJ7A, = by-fef^-k, ^7,$Vy^ AP^ft/^, 

hyr/yA, 7/^F7^, 7pa7hj^, is*^7-^ hy 

(2 2) Jftj@Hi 
(22-1) JffMJftBHI 

<fy, tt»^tT/<*^y, *ift^tr^*'f^ M^-^p*^, 757 
(2 2-2) ^A^H 

®^A*l£lg (flffl. ^-t/k ^o^y, ffis§m^*s <<vy^yy. =^yy/^ 
yy) . 

(2 3) 8flF£3K 

i?7i?^A, P7fA ^-^rf-if/^A, ^nyi^Tif^v-k y^-tMA, 
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^DW7^ ^P^Tif^^ ^D-^if^A, 31^/7 A, 
(2 4) ifcfflfttfcSH 

(2 5) ftft&ggig 

10 :/y ytffyyy, n^7i^ Sif;^!J/^ #/w<5; 

^fl^p^^^^i/V, ;^D7iy, 7pA-^1tV>\ .^^i^ 

(2 6) ttX/vfrMM 

7i=f^y, iW'^K, 7***7*7$ K, ^P/i^T-fef^v-K h 

15 y^v 5 ^^ f3A"<-*M. t°>\ 7i;^;nr^;K 7°y ^ k>\ 7;^ta v 

/WniW h y 7^> * P^-if/N°A, i^Tif/^A, = h7i?/Wji^ 0 
(27) £fc?o36 

^^7$^ 7P$7°7:-^ /^v-^y^ 7^/>v>7\ »U 

(2 8) mm&m 
(29) mmm 

6-0- (N-^noTt^M^A') 7v=^d- /K 

T *»\ ^.i"7J/^y * * «> h v'7-T 7 tV Ks 7A*b r> 

7 V7K fh7tKD7!) ;U- 5 - 7/V^-p 7 7 v-/v x t°vv<=— V^-r- 
y N M;^-;K fi^s Ti//*y> s *y ^y ttKK^y/v 
tfv^ ift7^7;nf^ M7 , i/tvxf>>y, |®^7*BWJ/y, jffilft 



WO 02/47723 




T/JP01/10829 



tr^y*?^ mtLV-y??*?^ »y;r*y, ^n7^7 7 ^ 



(30) irwu^-i 

v/7x=;vt'7yy, ^h^riy^i^?^ *P*^y^sjw-f 



f/V7xtv?y > 7*fc7*f-^ ^t^*^>\ mm^- 

(3 1) JM*ttif*$^3|g 

15 ®^$>Di : t7;yD 1 % D 2 % D 3 , D 4 &J;OT 5 

©t7^>El: a-h37xD-;K /3 - M7iC — y _ n ^ 

/K 5 — b3 7xn-/K = = fyidl-a-f37an^;v 

20 ( 3 2) V**l^mW 

\?9%><»%rW8mW, fclfctf, 5, 6-h7>'^-3^>7x0-;K 
2, 5-t Ko^*>3U*A">7xn-A', 1 - a - fc Ko VtijVyy =. 

u-)Vt££(D\f$ % >d 3 mmfc, 5, 6-h7^-x;^/^>7xP-;V 

25 (3 3) 

»y7"Uf!jy s iMiM'T^-zK S87 , oA7B-A', iif;v7 

* y $g h y ^ h^y-/K 1170^70-/1,, ^/v^ut!) ^ 



5 



10 
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*K ^ff7i^ 7^7 a: 7" v^, Tir^-X^y, ^fc^;^ 

5 (3 4) 

(3 5) Tbt'-^jt^^ 

*n^y ^^hy ^a^. 

(3 6) 

io ^a^y ^-7- h y twvi^d^x^^, Mry^v 

(3 7) ^©fiH 
15 ^^7>-^y^t% 

(2) T^MmkfcmoMjmwimmm, mmwimm^ m. 

^WWi (PTC A) &<Dftm% s ft3i/7fn-;Vi^ T^n-A 

25 (3) ^tt^aai, *£fe&i&m<D&&MSt}ffife@m, mnmmmmfe, m 

^^IWMi (PTC A) %k<Dnm%, M=^^^Tn-jUh.m, tt*~-j* 
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te\ (1) «PJ^@fr^#:t#^ch^(lIB#«^HbLT#bM#-oM 
io ao*9Hlow— a#ftK-e©|BJB«a:4, (3) *^3joi^f^^f^it§- 

A^a«BwWi*S!.£ % (5) ^Kog^fr^i^^terSiJ^^ 

m*x<d&^ hzwim<Dm*x<D&#) tez&mtrbhz. 

mtLx, mnftxmmatt m, mm, mm, »d £.&±£&j§--t 

»jst#i: Lxmmco^m^mh^Hmmtmmn^hifbti, mzummm 
m^fcc, mnvrnmi mmm. mm. smi mtn. w.mm<o%&a 
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m*Mk.\sc\t* M*J£*T7V J*. xt7V>Wl%W}&s 

^•-/k =^ifc, hi>*n = ^», ^-y-^»«f^tfe>tt5 0 
15 m*mM t l r is, ey x. f4*° y u >- ^ y = -/v. r/o t° u y = -/v, 

/Ky tf=/i/f p y Ky, */m?^-5/^^i^fc^ti— 7-^- by 

25 ^BHfctfflfc t-C(4, ^?L«7* K?«K D- y/uif /K i&lbr- h y ^ A, 
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10 ^J«^{dj:oT^1-5^, ii^»J^{d*fLT^0. 0 lftl^l 0 0 
M»%> 0* L < \*.m 0 . 1 ft V n L 5 0 $ b L < 0 . 5 fcV % 

m^mm^m^M vx® o . oi^lioo »% N l < o . 1 * v % 

15 15 011% *6>Kl»*L<W:ttO. 5fc^L2 0mA%g£-Cfc5„ 

illftt&ij^icft LT^ 1^L9 9. 9 9 L < lift 1 0 

20 J: v\, 

25 (Tween) 80 (7 by Xs<*7?-$tM, *B) N HCO 60 (B^^^/VXM) , 



# 
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m (Ms mt-rvvv^ mtxvzK v^i^wk y/n*h-^ 

A#) *>5v^*y-^tt, =f^», |ftjt& 

?Ub ur»ttait*»c^L, &tt#J£f5 r. t 5 0 

*ftif) Xte?fK£iJ (#1, ^f7!)^^i/-7^ jtfya^Vi^ 

15 y a-^ 6 0 0 0 * if) ft ifSraap LTJESHI^ u X V , *£<D 

^^vHr/vn — tKo^i^n^D-^, tfy t#'>xf l/y^jj n 
20 — /K 3>>f — y 8 0, ^P-y^ F6 8, t/VP^7tT-F7^W- 

25 V^ e 
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tty^»JtLTtt, «*.H5c&:*fASL -fe^n-^fl^ t^-vVfii^ 
fci^oWE C3] *»W©Hfr4MRfr**:W:^fflai^m ^ytf^X 

So 

^^^ROlim^Ot^tfcttffAXOiKtt 0.5-5 
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J;t;-9-y^V48S«©»*»0. 5~5 0w/v%, 0tl<li3~2Ow/v% 

buy) , ph«i cmt *iMw-hy?A«» , **** (^a-**** 
m»m» , **» «*y*»^ > **** 

fflH#»4 P HW«SfflOW»fc J: 5 2 ~ 1 2 »* L < » 2 . 5 - 8 . 0 Sllt« 

t maiRiaisfi 1 o 0 



WO 02/47723 |*S& fS^^/JPOJ/jO'^ 

100 

^ h & y t* n,v^;*7vm, y ^ y 

10 # y 7 * y Mkr^vr ? k#s##, # y * ^ y ^ 
, #jm**iju-k #y^*^y^T$K, t^;t;v*/u*#? 
*Ky (^^^y^mr^t Ky k) , ^y^/M^yi^ 

£ Vt>\f*'( Y?*ry hRS-1 0 0, RL-100, RS-3 
OD, RL-30D, RL-PO, RS-PO {7? ]) /V^ol^vV • ^ 7^ y 

15 5vv • ^ #7? y /m^{b h y p< ^ • r^-? a^a-**^) , 

^ K7 ¥ y h N E - 3 0 D (7 ^ y Aflft^ • ]} A^k^jV^tL^ 

20 ^y^y-ty^ffijteift^xA^^ffetLSo- 

25 ;Uf# — (Carbomer) 9 3 4 P, 940, 941, 9 7 4 P, 980, 1 

3 4 2f, #y #-?tf:7^/V (polycarbophil) , tfA'S'* A# ]) * A 
(carcium polycarbophil) (fuffitevvf B F >fV h*V y^ttM) , W if 

xy=>-i0 3 s 104, 105, 304 MfaHtffim (ttO SO ft*?© 
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^ 101 
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/VP ^ kKp^P^f^-^ ****** J*** 13 -* 

KpW/^^-^^^ b K p*^*^W^p-* 

y ********* P S A« 3 #^-L, 

(w/w) ff*L<»i»3 5ftV^»80% (»/») . SblC»*U<ttft4 0ft 
V , U75 % (w/w) , 

v ^3 0% (w/w) , ff*Uttft3^U»15^)tW. 

*tt*5 0%<w/w)&T, ^tU<^5^40% (w/w) . $bt«U<« 
^5^3 5% (w/w) ■<•**. (w/w) BWWM***** 

^OUM^ LTttJ*!****** »' ,J ^ 5V ^ 
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1. mm^tsm<Dmm 0 

m*mm<Dm&, *<o*mis&®ft^ l < \m 1 5 0 l 2, 0 6 0 n 

m, £bfc£?£L< \*%}5 0 Ofc^USl, 4 0 0 /imtfc^, ^»1£GD#£\ 
^ £>3pi*|*£^^ iiffL<ij^7 5^t500/im, $ b |C0 3; L < te&J 1 
2 Oftl^U$3 5 O/imT'fcS, 

*#**:tt^ffl»j:3ia*iw!^!, w^m. mm. mm. £&t%m%m& 

< 5. 0 ftV* Utl 8 0 % (w/w) % £ b L < m*} 3 0 ftV^ U*J 7 0 % 

(w/w) "Cfc<5 0 

fc^©*£g/8tl&, J&^-fc/V'n-*, y^R^^^A, a-i'* 

^^^7Hr/l>P— ^*^>>7A(ECG505) % * n^^/W n — y ]) r7A(Ac- 
Di-Sol), %&m%tf-°V lf=yvf ny K> P*#tf K» , (Sgglgt: Kn^ 
^ntf;W:/Va-^ (L-HPC) fr^fl^bfrS. ^T*^ tFn^/pf 
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tb6o sfefcfl^* tTttjrak *^§& ^-^/^ -ew^iifc 

&&m&kLXtts Mz.\fBm. RUN «8t& % iSA-fe^n-*, !7y^7gf 

SSJg^ixyttWffiffi-et, ^®¥*&*fitfF&tt**) 1 0 0 /zmfc^U& 1,500 

0««*{^tCftLTmft^U&l 5% (w/w) N ff*L<»Jl&lJ&^U&l 
0% (w/w) N $b£0SL<f;i^2ftV>Ut8% (w/w) T'fc5 0 

lute I t&IBTk^&te&jC&tf pH##tt©«HBte#y 
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0% (w/w) , #SL<H*J5ftV*U&5 0% (w/w) N $ fefclfr* L< ttft 5 fc 
V^L3 5% (w/w) T*fe5 e 

It) ft, l^Ll 0 0%©ttHT?^b$*5ii^Tt % #*L<«:l&^L 
^vit -^W^ttfcitott&tafcTfciK 
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b 7 ^ y * y ^*-jn<^*- bo# y ^ y -t y isim&^*?w*¥&bz> 

ifcfc if £ 9 iit5 r £ ^-e# 5. mmm\* ©*3SK©H*^**fcS v> 

HWBH©^ fttt 1-90%, L < H: 2 0 - 6 0 5„ - © «t 5 1 LT 

^ ^yxfi/VtWKi, y/v-^y^-^if^ifeSVMim^. 
5V^10f^<D"afttel-9 0%, &£L<te2 0-6 0%T*fc5e r.©J:$K: 

*-?\ OiSrttffc (») *k Tlft^PHl 0 lft if) , 
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m-vzzo fflm<D$tttt.mkmm£t\mLx, m*.tm4. 5^99. 

5 4w/w% £f*L< 0~|1]9 8. 5w/wl $ fcfcjf* L< fflft 3 0~ 

^9 7w/w%T'feo 0 

5 %, L < l ~lb 6 0_%©|5H^e>3ifi3Wit"* - § o 

fllp n p|> ECG-5 0 5), ^D7*;Mn-7+M)!)A (09*. tf* 
(80 8L TP 9 J-/M. (0J*.tf, BASFm y K>C 

LK <£«&gfc Kn^^nfcVWr/i'D-* ({f£g^ (ft). ) N 
^vu**-^ (ft) % tf/i^io^i^-^hy !>A 

15 iM, x^p^7l ^Mbfy^y (*§,« (ft) 8k pes) ftifa* 

<b mm t ©IB fc^-Y ^&f£5 tt if <fc >9 IKtt&JMft $ * 5 1> © & ffi V> § r t 

20 aw* aDBctaHSKy^ite^Lx, m.tfi&o. o.5^3 0w/wi 

0£ L< ttJft 0 . 5—^15 w/w%-Cfe5 0 
25 rO±?*i«jat{t W*.tffi4m (MfLlt. i/aWs 77k' 
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5 >>\ y**77t>i), jew^fetf, m&m itmu tuftio, & 

25 ±/Wc3tfkLxmn& J 3-%98fflk trt «fcv\ 

[3] $T<& /<y*/ux»±Pfirtiay(i^feJ:W©«SJ4 
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±tmMMtLxn.- d— ^v-h^w ^v^v, itn-fer/i-P 

n— (M, ^f/>t/Vn-7 % #/M?3fv^?vV-fc/Up-* % fcKn* 

y t*=/v-t c n y 3«y*— aJ?7^/K 7^ a;n^ y^^i/* f yK£ftif# 
u^y n-^ifds»*Lv\ #{ct Kp=¥^PtVM^/Hi^P-^^ 

mm- v y r^=u^^m, ?v <»\ again- h y $±tti?&mtf btu 



WO 02/47723 




7JP01/1O829 



109 



mm &&%\<D%mz. x o m&-tz> ^t^£<o wtrz £ 

»b^5»«SraiEtt**'C(cast)7-f/UAi:i-<5. It 

m^Os **M*ir©«aii**jpA.-ct>j:v\ ^ 

fcjfcffi L<I410~1 0 0 0^P ^gg) fc-tii&j£tf N 

v\ 

o n * /c n^ffl m t n ^s&-e & 5 u < wakst*** y 
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^bVCWa (psyllium) S^F-i? %:k*<DW)%)te.f >'<fi1g?BL< tttt 
m ; x** h^^m ; ^^fvi ; #y tr=/i/tfn y K^^t*o^^y^- 

WNn-^/^'oii ; h y ^*ifoai*aisi ; y v^t- h y 

WW ^ ^ ^A^^Tj^^^T^^-^A^ifoM^g® ; ^y v->\ L-T 



— A* Fth© FD&C 2 ^rftbXJttZ FD&CUy K 4 0 if© F D 
Bfc-7**:/^#J£ LTfci, fi«T"hy^A, -Y^S&MMl* ^nf'^F 
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0 . 1 HIS 5 0 0 * L < »3ie 0 . 1^3 0 
0fL<f^lMl5^ *9#*L<r^2#Hfc5#©HK: (* 

&t)3 0~^9 0li%T'fc5. jS-i^nx^* h y ^XttiS — 07^ h 

$ o . oi~^io m%, # * l < mm 1 -ft) 5 m 
t%t'fco. mmim)(Dmm±m^i-^^mi. mo. 1^90111 

*w^j 0 . i~i)5o L < te£t) 1 0 3 0 5 0 

y ^-©jsa^frmsws^^ritt^ mo. 1 ~^ 3 0 t < n 

ft 1 0 HKJ 2 5 MA%X-h 5 o SS^©I8RI^K:*H-5^**»4*?J o . l ~ 

it) 1 0 #s l- < 1 ~*tj 5 mm%vh z>o ±&mm $ b 1^ mem. 
^©-7 h y y ^ ^ tt^ 1 a* fcii 2 a^±©gtt^^ (»* t < #&&<Dm 

##tfcL7tt>© (J- Pharm. Sci. , Vol. 60, 1281-1302, 1971) %V^ e 
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&1zL<\t®0. 1/imgJ:, J; Off* L< 1 /zm£LL, £ t> 
fcff* L<f43MmJ;0fc*tV^>fXT?i,t) % ±ffif±ft 3 0 mm£TF* #3 L 
<tt#&l OO/xmOT, ±5#*L<t±#5j5 0/*mOT, £ L < f±# 1 

Ojum&TTfcSo 

5 

10 ">^p tVM ^vHtA-p— t Kd ^7/MvM?/Up— ; ^ ^vMr/i,p 
— * N Jt^vHr/VP — ^©T/V^/H-rA-P — 7,t£}£Z)±;Vu— XQWffc • ©sj? 

15 — h ^T/V^V-fe/W D-77^1/-h; th'n^f P fcVl^ f-/V 

An— ^ ; ffcgg^AgMr/vn— ^ ; ^i?T^ y /UftaaKy -v— L- 10 0-5 
5^<Z>7^ y Aflfct^fcJW y ; ^ y 

E ; /Ky ^;l/7t^-;^xf;U7^7tr^- hft^JB^kft-S. 
25 7 * y A#if^js «k tf* * T ^ y Ai&* ^u©sl>4© 4 j^x - r> a ^/v- 
^yt*=;k7/Va-/K 77^7^A, 7/^y|t h y <7^, 7/^>i/p 
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mMtLxiL m\m#kLxtomztix^z&m?m. mmm®*.*** 
<Dm¥ft\^®t$tiz&mm^b*i. mm. mmti &&m, mmm, *m 

V N jfefi-fcA'P— v-a-^n-^, *+Lr>y>\ -^^-h-;K ^tt*^ 
~>?A (^o°p^ : 7n-7^ hRE) s / ? fjmTJVK A (fgj 

p p p£ : 7-Y v-y V) % (raM : y v-7) % £g • 

25 -r^* h y y, t Ko^^p tfMr/vn-^, t Kp^v^d tVM5vHr/v 
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( 1 ) fiH£fifc#&ig£ U 

(2) ^©^^^fifi^^TJD^, ^«^i!L, 

25 (3) Ml:6Ct, £©®^*fctt^K:jK^ % jft«#J, »JRJWS3J:tj5^l 
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U (2) &v^3IftTlSlglctt-r o 
(5) ±f21fl (2) T'PMbfc«^^@^^»^{^?L, 



^ ^ p P/1-s/^•i^^OBi^^^^<7 ^ >"^bJ^<b7K^m ; 7-fe h >\ ^ fvu*- h 



5 



10 
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^fe&om&j&fttofrmtemmtfctt, o. oi : ihioo: lommx-h 

ft&*£<, 0*t<ttO. 02 : 1H50 : 1, J; V&t. L< fitO . 1 : 2fr 
(b2 0 : IXh'O. S6»C»*L<f40. 3 : lft^Ll 0 : 1, J:0#£L< 
Hi : lftV>LlO : 1T^<9, #fc3~5 (#fc4) : l«t*fc5 0 

MtbttSttO. 1 : 1^2 0: 1 OttHt?fctl»f ±< , #*L<H:0. 3 : 
lfcV^Ll 0 : 1, L<tel : 1^L3 : 1T*&5 0 

±1EM (5) -eMi-o^a^«#{cp^$tL-f, «itf^BD#M, 
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fcttfctt, M&ffl. -ttiffls Wtt*/***-^ fLSt, xvtV, ft 

&4-2fSu Sftfc^fc: M^*^UT, ii^O. 1-9 9% 

(w/w) T?fe5o 

KiJ;9****^ «BW^»fc»UT % ltl~9 9. 9% (w/w) Tfc5 0 
fiffl^tt^bT, iiSO~9 9% (w/w) -CfeSo 

fcjficiijjlftsas, «W±»m*tUT, ifitto. i~ioo% (w/w) -efc 

M^l^tT, iiS0~9 9. 9% (w/w) T'feOo 
#^ej<^ffl»&-^*:te. *&tfo£#©ffi3I, «k #fi, Ie^s S^- 
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Okg) -AfcfctK *»W©H#^MR^O*»J5fc^i UT, » 

1 B&O.O 0 0 Omg/kg, &*L< Hj^JO. 0 1 ~|^3 1 0 0 mg/kg N 

J;9»4U<tt#&0. i~moo 

/kg% s tefaT'bfo l . 5 3 Omg/kg£ 10 1 B;&»e>gaafc#ttTifH!IR& 

m%&m. ®*<DmMs whs, raM©t4K, psa, ais^ g%h&&<du 
mftn^tixmteVs mmMistite^K mm<oMtvxmn. iz.kz.tm 

D^XmfUmi k g#s£>7c!9&>0. 00 l~2 00 0mg, &1ZL<\tm 
0.0 1~5 00mg. ^feWttKit SO.l-lOOmgtgffe^ £ 
H^il^ 1 0 1 ~ 4 |g»c^tXift*i-5. ' 

#fflm&&^Lfc^l#~3 0^ UtKftlo^l 
0 «fc L< r± 1 l B#M^rttc*»M©@fr5MR#:SrS:4^5*' 

Sra^-Lfcft, l^-lHKrt, »*U<f41 0#~6B#PTOrt N ±9&£L< 
(41 5-£frb 1 B#WWrt^{^M^S41--5^&^*ff btloo 

0 0 1-2 0 Omg/k gSrgnS^U *&1 5 n &$-m?) \z.W& £ i% 

fc^W©Hftc5MRfr I t , ©*^J5fc^ &J0.005~100mg/kg£lB&£: 
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^^2 0 0 (2 0 0MHz) m*^? h/^-^-T'^U £5ffi£p 

(#a), t w*j 2 0 °c^b^ 3 0 •com***-*-. 

10 A c OE t : I^H^^/V, Me : * fW, E t : THF :rh7t K 

P77^, I P E : -Y y~fn fcVl^— 7Vh E t 2 O : *?^<?;Vx.— rfc, 
decomp. s : v^^Vy K d : ?-?Vy Y, t : Y ^)~fVy Y, q : ^ 

TAT? Y, d d : #7)V??Vy h, d t : ^V/U h V 7"^ h, m : ^/Vf 1 
7*1/5/ K b r : «XtV\ J : Zy 7 Py : \^V^, DBU : >' 

15 Tlf t'v^ p £ yft V, DMF : v?^ f/V*/l/A7 U*. DPPA:>77x^ 

/VtJn^^U ;KT^ K, hex : ^f^, A c : TirfvV, P h : 7i=/h T 
s : h^V, mCPBA: * * * n p i§£ J.#g, * Bu : t e r t -^/U 

#%0ijA 1 




Pu-2-k Kn^«>7x=A')(7i=A')>^y' ^ (1.5 g) , to 
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Xgfc^rcfvv (1.28 ml) &£Xfm (0.25 ml) <D7&£& % 17 0°CT* 3 0^|RJft# 
Lfc 0 Rj&IBt&to&fmx.f'A' (50 ml) fcJS^U ** l£t£ttQg&J:tM&ft 

5 ^:^^/U-^1h>=l:9) lZ.XftmLt: 0 #btL7c:6, 7-v^ p n -2- 

u ^y-3-^^>m^^<D^^ a ^mm do 

ml) *5itmt6K (5 ml) W§fl?U 1 l$IH*D8&»&KLfc„ S«^^TT*^ 
^t, #ibiX7ta*t&THF (10 ml) :fcj;t>*g^:r^ (50 m i) COM^mm^ 

MLtc& s ?k minimi- v v <>&7km&i3£.Timfnmk-f h y v^mm 

10 TilIftSfc^L7c 0 M-v^^^AMTl^, »&ET-e^*S*L, £££ 
ft^^A^bSfe^m-CffiJSLT^Jg'fk;^ (0.65g % J&i$<34%) %#7c 0 
: 233-234°C. 

MIR (CDC1 3 ) 8 : 7.29-7.40 (3H,m), 7.48-7.58 (4H, m). 
IR (KBr) : 3400-2400, 1748, 1717 cm - 1 . 
15 55*##f : C 16 Hg0 4 Cl 2 ttT 

W-JMI (%) : C: 57.34, H: 2.41, 
HS'Ht (%) : C: 57.30, H: 2.50. 

###J A 2-6 
20 ###|A 1 £ pftfi(C LT [& 1 ] (Dit&to&fttto 
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Sfc£( 0 C) 




R 1 


R 2 


R 3 


/a/ \ 

(%) 




2 


CI 


Me 


H 


63 


227-228 (AcOEt) 


3 


CI 


Me 


Me 


5S 


226-227 (AcOEt) 


4 


Me 


Me 


H 


81 


205-206. (AcOEt) 


5 


Me 


Me 


Me 


27. 


222-223 (AcOEt) 


6 


(CH,) 4 


H 


7 


92-93 (AcOEt) 



###]A 7 

(6,7- v 5 ^ n P-2-^-= 3 fy-4-7^-/V-2H-^ n y 




6,7-v J ^nn-2-^-^y-4-7^=/U—2H-^n^ y-3-^7/V#V^ (0.8 
g) tf)THF (10 ml) ^»DMF (l?g) & Xlf* n }) K (0.31 ml) 

THF (10 ml) (C^?U N-^fvl— N' h n -N- = h pV^vV (1.68 
g) fc£t>*7kS£{fc#y (3.0 g) ^bPMtfcv'TVV^X^^-^/V (30m 

wet*** / (50m i ) \z.mteu mtm (o. 3 g ) zmtLxzoftMWMM - 
(*i# : *>y mmmm ■. R»xf^-^ty=i : 4) kit**** 

UfCo #bttfc(6,7-v ; ^nD-2-^-^ry-4-7^— /l/-2H-^ny V-3- 
^f^Si^f/WWa^it (5 ml) &J:tJCftttifc (2.5 ml) }^!?U 1 
BtTOfi«L7S:o 5iJ&m%Wi&TX*m%iU ft b*l7t££jf trTHF (10 ml) *5«fc 

■o^^^/u (50 mi) ©^^t^L7t<7)*>, tk, immmm-i-vv^ 
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mit^m (0. 52 g, iUl^62%) £#fc 0 
i&& : 222-223°C. 

NMR (CDC1 3 ) 5 :3.43 (2H, s), 7.10 (1H, s), 7.20-7.36 (2H, m), 7.50- 
7.64 (4H, m.). 

IR (KBr) : 3400-2400, 1725, 1599 cm" 1 . 
TcSf^ff : C 17 H 10 0 4 C1 2 -0.3H 2 0<!rLT 
ff^{j£ (%) : C:57.59, H:3.01, 
SUflHt (%) :C:57.44, H:2.99. 

A 8 ~ 1 2 

1*2) 




#%$|A 








torn 


BfcjkCC) 




R 1 


R 2 


R 3 


(%). 


(BttA&ft) 


8 


CI 


Me 


H 


50 


216-217 (AcOEt) 


9 


CI 


Me 


Me 


45 


204-205 (AcOEt) 


10 


Me 


Me 


H 


43 


228-229 (AcOEt) 


11 


Me 


Me 


Me 


49 


205-206 (AcOEt) 


12 


(ay 4 


H 


52 


196-197 (AcOEt) 



##0OA 1 3 

(2-^^-4-7^-^-2, 6, 7,3-f f7t Puis? w<Z/& [g] n ^ y— 3 
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(6-fc Kn3f-i/-2,3-^t Kp-IH— T^tV-5-^/V)(7^=aO^^/> 
(1.0 g) &3:Xfih9^7'A'7$> (0.98 ml) (DTtiF (20 ml) ^m^O°CKX=^ 
5 ^=a^p!)K (0.55 ml) SriO*, lNPUWH^Ufc. KJ£iRfc*fc;&Q;t£ 

b^b/c:a?S^ h/^> (10 ml) W£fi?U.DBU (0.25 ml) &j&P;tT 2 . 5 BfP^Q 
JftaKKUfc. ^PtaStt^ixf.;V (60 ml) ^D^T^L, l£t£ 

io x mmnmti- 1 v u ^m^xmw^ tfc 0 mm.-* > * a k re 

<^/K MM^:I^^^A'-^^rl7->'=l :2) HTffiLfc, fcbilfc<2-:*- 
^•y-4-7x=;V-2, 6,7,8— 7" h7t Ko ^ a^y ^ [ g ] ^ d ^ y-3--f 
;l.)g^^^yV03ilMn n B^^It (20 ml) *5±tf«« (10 ml) tC»#U 1B# 
15 W»»^Lfc 0 £J«S:METTiil£U WfeixfeaaESrTHF (5 ml) *5j:tf 
gfflftac^ (50 ml) ©i^i8^U:*jSLfc©*>, 7k % «Sft#K*SW- !7 A 

S^aJvlT^tT^S^t) (0.95 g s lfc^70%) 
20 il£ : 216-218°C. 

NMR (CDC1 3 ) 5 :2.09 (2H, m), 2.81 (2H, d, J=7 Hz), 2.99 (2H, d, 1=7 Hz), 
3.41 (2H, s), 6.82 (1H, s), 7.20-7.30 (3H, m), 7.50-7.60 (3H, m). 
IR (KBr) : 3400 - 2400, 1714, 1622 cm" 1 . 
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5c^^f:C 20 H 16 0 4 iLT 
tUM (%) :C:74.99, H:5.03, 
(%) : C:74.75, H:5. 13. 



#%#]A 14-2 0 
C*3] 












mm 


ft/SCO 




R 1 R 2 


R 3 


R 4 


(%) 




14 


CI CI 


CI 
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13 


244-246 (AcOEt) 


15 


F F 


H 


H 


64 


164-166 (IPE) 


16 


Me CI 


H 


H 


65 


222-224 (AcOEt) 


17 


(CH 2 ) 3 


H 


3-Me 


63 


183-184 (AcOEt) 


18 


(ay 3 


H 


4-Me 


81 


231-233 (AcOEt) 


19 


(CH,) 3 


H 


3,4-di-Me 70 


193-194 (AcOEt) 


20 


(CHJ 3 


H 


4-F 


S6 


231-234 (AcOEt) 



10 



###1A 2 1 

2-(7-^nP-6-^^-2-^-dry-4-7i— /U-2H-?v/ ;V) 
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-2- t Kd =3r^-5--> f/V7i-/V) (7i=/V) 7* * J V (5. 0 g) 
joit^MJ^/Kr^ (5.65 ml) (DTHF (100 ml) 0 "CldT^/V^ 

K (3.47 ml) 1 f*IBJtf» Lfc. a£^OX£#D;i^» 

5 Bftfcrc^vWcTfflffl Lfco ft tii$i£: 1 afcaoftfeitftt^flrt- b V >7 AtK^ 
T*|ll^gfe# LSI? Jf^i/'tyJ* HT^Ii^ ^ET-C^KS:S*bfc„ #e>*bfc 
a^lrh^^ (50 ml) (C^U DBU (1.25 ml) ^P^.-C2. 5 B^Q^jfsft 
Lfc 0 ^ipmS^mit^f-/^ (100 ml) «r#D*.-t#*?U l^&ffiH^ 

10 »ETT?»j«&fS* U S»7^Pvh^77^- (*!{$ : v' y # ^/K 
: I^ni^/V-^^ih^ = l : 4) (CTffML, $ btwRUct^— ^^r 
f-^^^S^rB^-CftML-r^M^tl (3.86 g, 1^53%) <H#7t e 
14* : 132-133°C. 

NMR (CDC1 3 ) 6 : 1.23. (3H, t, J=7 Hz), 2.28 (2H, s), 3.36 (2H, s), 4.13 
15 (2H, t, J=7 Hz), 6.S4 (1H, s), 7.20-7.35 (2H, m), 7.41 (1H, s), 7.45- 

7.60 (3H, m). 

IR (KBr) : 1728, 1609, 1366, 1188 cm -1 . 
7tfjf##f : C 20 H 17 C10 4 t LT 

(%) : C:67.32, H:4.S0, 
20 (%) :C:67.55, H:5. 13. 

###]A2 2~2 3 
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0CH 2 CH 3 







urn 


MMXC) 


R 1 


R 2 


(%) 




22 Me 


H 


78 


91-92 (Hexane) 


23 CI 


Me 


71 






T/JP01/10829 



#%0!lA 2 4 

2-[6-(y0^yf;V)-7-^an-2-^y-4- 7 

CI 



Br 



ai^/V— 2H— ^ is— 




(3.5 g) ©fflfRa:^ (50 ml) StKlCN-^o^a/N^gH' ^ K (2.1 
g) ^U'-T^y^n^Fy/i, (48.3 mg) 1 MAHROft L 
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V>=1 : 4) tCTffiMLT2-[6-(7 , n^^^)-7-^DD-2-^-^y-4- 
7*=-/W-2H-^o^V-3-' i JVl^m^^(OW^ia (&6g) &#fc 0 £ 

(50 ml) teZVWmSk (25 ml) K^gffU 3 0 #HflD3&3tafc L 
fc. SMWTtliU, ft&ftfcaHtSrTHF (10 ml) *5«tt^ife=^/V 
(50 ml) o^i«K:*#Lfc©*>. ?K ffiuim&mi'hyVJ**ffiBl&i: 

«44%) Jfcfl^&ftS b ^*tMi"5 :^i< &<7>KJSfc:JBV>fc. . 

NMR (CDClj ) 8 :3.43 (2H, s), 4. 5S (2H, s) , 7.11 (1H, s), 7.20-7.30 (2H, 
m), 7.48 (1H, s), 7.50-7.65 (3H, m). 



###J A 2 5-26 

K5] 




###JA JlX^ NMR 

#j| R 1 R 2 .(%) (CDCl a ) 



25 CE.Br H 50 3.44 (2H, s), 4.49 (2H, s), 

7.03 (1H, d, J=2H), 20-7.35 (1H, m), 
7.41 (1H, d, J=S Hz), 7.50-7.65 (5H, m). 

26 CI CHjBr 43 3.44 (2H, s), 4.71 (2H, s), 7.06 (1H, s), 

7.20-7.70 (6H, m). 



A 2 7 
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(2,8 -t^y-4-7i^-2,6, 7,8— r YyM Kn^o^[g]^P^ 

0. 




0CH 2 CH 3 



ift^nA (33 g) ©ifefc^uy (300 ml) ^}S^^-10 o C lCT^ 3,5—5?* 
^1^7/-^ (32 g) 5rV»o*fcJ0*. % lli&Ta5#S£#L*:©*>, (2-^V 
-4-7=^-2, 6, 7, 8— r h7t KB*/^B^[g]^B> V-3-f/V)^ 

(7.6 g ) ^D^fc R^m-io°cKx 2^mmwLtz(Dib^m^ 

(1.2 g, )&^15%) £#fco 
S4£ : 145-148 S C. 

NtviR (CDC1 3 ) 8 : 1.23 (3H, t, J = 9 Hz), 2.75 (2H, t, J = 6 Hz), 3.08 (2H, 

t, J = 6 Hz), 3.41 (2H, s), 4.14 (2H, q, J = 9 Hz), 7.10 (1H, s), 7.28 

(2H, m), 7.55 (3H, m), 7.71 (1H, s). 

IR (KBr) : 2980, 1715, 1615, 1563 cm" 1 . 

75*#-W:C, 2 H 18 0 5 £LT 

tHWt (%) : C:72.92, H:5.01, 

MUMS. (%) : C:73. 15, H:5.20. 

#%#JA 2 8 

(2, 8- 'yir^rV -4- 7 i=/V-2, 6, 7, 8— r h.7t Fn^n^[g]^p * 




(2, 8- i?tty -4- 71^-2,6,7,8-r hyfc Kp^ P-0^[g]^ 
^-3— f/lOSgfcx^vV (1.2 g) £M (20 ml) *5 .fc (10 ml) {C^ 

#U 3 0^Mio«aBKUfc. gfSS^«ETT-im #&*xfc»ilE«:THF 

(10 ml) fciUHi^ (50 ml) ©^^SEJCl^Ufc©*,, * % fift^gg 

T»jKbT«ift*4fe (0.87 g, «i*79%) «r#fc. 
It£ : 240°C (decomp. ) . 

NMR (CDC1 3 +DMS0— d 6 1 ffi) 5 : 2. 74 (2H, t, J = 6 Hz), 3.08 (2H, t, J = 6 
Hz), 3.40 (2H, s), 7.11 (1H, s), 7.32 (2H, m), 7.56 (3H, m), 7.68 (1H, 
s). 

IR (KBr) : 3400-2400, 1713 cm" 1 . 
5c*#*f :C 20 H 14 0 5 £ LT 
tflHt (%) :C:71.85, H:4.22, 
HSflflt (%) : C:71.40, H:4.50. 

##f!lB 1 

N-(2,6-v ? ^ y*cis7^~/V) -2- (2-^-^y -4-7^^/^-2, 6, 7,8-x b 
7t TirhT^ KO-g-fifc 
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T/JPO1/10829 



0^0 H,C 





(2-^^-4-7^-^-2,6, 7, 8-r- hyt Kn^D^[ g ]^n 
3-^/V)ftK (I50mg) OTHF (10 ml) v 5 ^ f;l//|\;VA7 ^ K (DMF, 1 

ffi) &3iTfi**-9-yA'*uy K (0.06 ml) £*D;-L MtCT30^RiaB$ bfc. 
SJStt%«JETTaiffiLT#6)tbfeaat*-THF (10 ml) Wg£?U h 
^rv-T^y^ (79 mg) *J£i;Mlxf/U7 5y (o. l m l) OTHF (5 ml) JgfflEU: 

^-THFi<9#^ B B B (CTi!»MLT*a{b^ (146 mg, lfc$64%) £#fc a 
IL& : 213-215°C. 

NMR (CDC1 3 ) 5 :2.09 (2H, m), 2.81 (2H, t, J = 7 Hz), 2.99 (2H, t, J = 7 
Hz), 3.46 (2H, br) 3.78 (6H, s), 6.54 (2H, d, J = 8 Hz), 6.85 (1H, s), 
7.14 (1H, t, J = 8 Hz), 7.26 (1H, s), 7.43 (2H, m), 7.50 (1H, m). 
IR (KBr) : 1707, 1686, 1508 cm" l . 
JtMfttif : C :8 H 25 N0 5 • 0.2H,0t UT 
tHHI (%) :C:73.25, H:5.58, N:3.05, 
(%) : C:73.04, H:5.79, N:3. 14. 



#%#|B 2~1 4 
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# 



/JP01/10829 














R 1 


R 2 


R 3 


(%) 




2 OEt 


OEt 


H 


64 


216-219 AcOEt-THF) 


3 CH(CH 3 ) 2 


CH(CH 3 ) 2 


H 


40 


261-263(AcOEt-THF) 


4 Et 


Et 


H 


54 


279-281 (AcOEt-THF) 


5 Me 


OMe 


H 


42 


232-237(Ac0Et) 


6 Et 


H 


H 


46 


234- 237 (AcOEt-THF) 


7 OMe 


H 


H 


40 


219-222 (AcOEt-THF) 


8 OMe 


OMe 


Me 


73 


237-239 (AcOEt-THF) 


9 OMe 


OH 


H 


72 


179-181(AcOEt) 


10 OMe 


OMe 


OH 


40 


160 (decomp. ) (AcOEt) 


11 OH 


OMe 


OMe 


32 


170-172 AcOE) 


12 OCR, 


H 


H 


21 


191 -194 (AcOEt) 


13 0CH(CH,) 2 


OCH(CH 3 ) 2 


H 


33 


181 -186 (AcOEt) 


14 cyclopentyloxy cyclopentyloxy 


H 


47 


224 -226 (AcOEt) 



5 



#%#]B 1 5 

N- (3, 5- i?t n p -4- tT V v'/V) -2- (2-** y-4- 7x=/U-2, 6, 7, 8-X 
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CI 




N 



(2-^^ry-4-7=i-/V-2,6 ) 7 ) 8— r h7t Kn W n^y * [ g ] ? n * >--3 
-^/V)gmt (150 mg) <DTHF (10 ml) ^(CDMF ( 1 m) f^^m^^V^ 
^ny K (0.06 ml) £A0?U ^(CT30^W#tfc e K^^ETT'^L 
T#feft,fc3s&£THF (10 ml) (C^fU 4-TS/-3, 5-^Pnfc°y^ 
(100 mg) *3J:t/7f<«{b^- h y !>A (60%, $3t£) (40 mg) OTHFSi««T 

^/i'-TW£vwmgk\zxmmLx&m4k'&mt:me!M5k (60m g , 28%) tv 

T#fc 0 

§fe£ : 257-259°C. 

NMR (CDCI3 ) 6 : 2.11 (2H, m), 2.27 (3H, m), .2.90 (2H, t, J = 7 Hz), 2.99 

(2H, t, J = 7 Hz), 3.71 (6H, s), 6.54 (1H, s), 6.56 (2H, d, J = 8 Hz), 

6.86 (1H, bs), 7.06 (1H, s), 7.15 (1H, t, J = 8 Hz), 7.33 (5H, m). 

IR (KBr) : 1699, 1655, 1306, 1144 cm" 1 . 

7cSf##T : C, 5 H 18 N,0 3 C1, • 0.3^0^ LT 

ff-Jftt (%) :C:63.79, H:3.98, N:5.95, 

USSffi (%) :C:63.56, H:4. 10, N:5.71. 



#%#JB 1 6~2 1 
(2-^-^ry-4-7^-yl— 2,6,7, S-x hyt Kn-^ n^V* [ g]* d ^ 




f/JPOl/10829 











H£ (°C) 


R 1 


R 2 


R 3 


(%) 




16 CF 3 


H 


CI 


55 


198-200 (AcOEt) 


17 F 


F 


F 


46 


247-249 (THF-IPE) 


18 CF 3 


F 


H 


19 


194-196 (AcOEt) 


19 0CF 3 


H 


CI 


84 


189-191 (AcOEt) 


20 CF 3 


H 


F 


57 


186-187 (AcOEt) 


21 CF 3 


H 


CF 3 


38 


220-221 (AcOEt) 



#%#JB 2 2 — 4 6 
5 ###JB 1 ^UTO-LT [«8] (ill] 
[*8] 














It* (°o 




R 1 


R 2 


R 3 


(%) 




22 


OMe 


OMe 


. H 


57 


231-232 (AcOEt) 


23 


OMe 


OMe 


Me 


61 


176-177 (AcOEt.) 
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24 OEt OEt H 54 235-236 (AcOEt) 

25 CH(CH 3 ), CH(CH3> 2 CI 51 245-246 (AcOEt) 

26 Et Et H 53 250-251 (AcOEt) 



Cs9) 






¥'\B 








it* (°C) 




R 1 R 2 


R 3 


R 4 


(%) 


(fftirMK) 


27 


Me Me 


OMe 


H 


75 


236-237 (AcOEt) 


28 


Me Me 


OMe 


Me 


74 


166-167 (AcOEt) 


29 


Me Me 


OEt 


H 


75 


230-231 (AcOEt) 


30 


Me Me 


Et 


H 


74 


259-260 (AcOEt) 


31 


Me Me 


CH(CH 3 ), 


H 


74 


252-253 (AcOEt) 


32 


(O0 4 


OMe 


H 


63 


227-228 (AcOEt) 


33 


(o0 4 


OEt 


H 


60 


196-197 (AcOEt) 


34 


(o0 4 


CH(CH 3 ), 


H 


53 


235-236 (AcOEt) 


35 


(o£) 4 


Et 


H 


55 


240-241 (AcOEt) 



5 (110] 
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R 1 


R 2 


R 3 


(%) 


ft& (°C) 




36 CI 


H 


OMe 


48 


249-250 (AcOEt) 




37 CI 


H 


OEt 


55 


246-247 (AcOEt) 




38 CI 


H 


Et 


48 


296-297 (AcOEt) 




39 CI 


H 


CHCCHj), 


55 


289-290 (AcOEt) 




40 CI 


CI 


OMe 


83 


289-291 (THF) 




41 F 


H 


OMe . 


73 


196-198 (AcOEt - 


-THF) 


42 F 


H 


CH(CH 3 ) 2 


75 


255-256 (AcOEt - 


-THF) 


43 F 


H 


OCH(CHj) 3 


55 


249-252 (AcOEt) 




44 F 


H 


cyclopentyloxy 


38 


253-254 (AcOEt) 







R 



#%0»JB 




mm 






R 1 


(%) 




45 


OMe 


60 


247-249 (THF) 


46 


CH(CH 3 ), 


42 


280-282 (THF) 
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#%#!B4 7~6 9 

mi 2) 






m 












CO 




#* 


R 1 R 2 


R 3 




R 4 


( 


%) 




m. 




47 


F F 


H 




2 -CF 31 


4-C1 


55 


172-174 (AcOEt) 




48 


CI CI 


H 




2-CF 3 , 


4-C1 


61 


203-206 


(AcOEt) 




49 


Me CI • 


H 




2-CF 3 , 


4-C1 


74 


236-239 


(AcOEt - 


IPE) 


50 


Me CI 


H 




2-CF 3) 


4-F 


78 


224-226 


(AcOEt - 


IPE) 


51 


Me CI 


H 




2,4-di 


~(CF 3 ) 


51 


239-240 


(AcOEt - 


IPE) 


52 


Me CI 


H 




2-0CF 3> 


4-C1 


37 


214-215 


(AcOEt - 


IPE) 


53 


Me CI 


3— CI 




2-CF 3 , 


4-C1 


51 


202-204 


(AcOEt— 


IPE) 


54 


Me Me 


H 




2-CF 3 , 


4-C1 


65 


201-203 


(AcOEt) 




55 


CI Me 


H 




2-CF 3 , 


4-C1 


93 


214-216 


(AcOEt) 




56 


(CH 2 ) 3 


H 




2-CF 3 




79 


191-193 


(AcOEt) 




57 


<CH,) 3 


3-Me 




2-CF 3 




68 


205-207 


(AcOEt) 




58 


(00, 


3-Me 




2 — CF 3 , 


4-F 


77 


204-205 


(AcOEt) 




59 


(CH,) 3 


3-Me 




2-CF 3 , 


4-C1 


59 


182-184 


(AcOEt) 




60 


(CH 2 ) 3 


4-Me 




2-CF 3 




64 


224-226 


(AcOEt) 




61 


(CH 2 ) 3 


4 -Me 




2-CF 3 , 


4-F 


68 


234-236 


(AcOEt) 




62 


(CH 2 ) 3 


4-Me 




2-CF 3 , 


4-C1 


61 


235-236 


(AcOEt) 




63 


(CH 2 ) 3 


3,5- 


di 


-Me 2-CF3 




81 


264-265 (AcOEt) 




64 


(CH 2 ) 3 


3,5- 


di 


-Me 2-CF 3 , 


4-F 


72 


226-228 


(AcOEt) 




65 


(CH,) 3 


3,5- 


di 


-Me 2-CF 3 , 


4-C1 


78 


221—223 


(AcOEt) 




66 


(CH,), 
(CH 2 ) 3 


4-F 




2-CF 3 




74 


221-223 


(AcOEt) 




67 


4-F 




2-CF 3( 


4-F 


8S 


234-236 (AcOEt) 




68 


(CH 2 ) 3 


4-F 




2-CF 3 , 


4-C1 


71 


232 - 234 (AcOEt) 




69 


Me CI 


H 




2~CF 3 




63 


224-225 


(AcOEt - 


IPE) 
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2-[6-(^o ; f^f;V)-7-^ n n-2-^y-4-7^=/l'-2H-^ y-3-^/V]f^ 
Ife (0.13 g) <DTHF (3 ml) ^{CDMF (lffi) teX-Xl**^ ]) /l>? p V K (56 
ml) ^f£^TlB#F H m#bfCo ^&£^T?*l£LT#fc;h,rt:&a 

£THF (2 ml) W£jl?U 2, h3->T=y>' (46 ml) fe^tf h y ^5vWT 
$y (S6 ml) COTHF (2 ml) 0°Cf£T7STL*: o l^mMW LtKDhR!^ 

btlfcB^srTHF (2 ml) \£&MU ^f^7^ (200 mg) OTHF (l ml) $ 

(30 mi) Kn^nufcot, ttfttt^MJ «>A*»ttt»fti^ufc. mt*#* 

30 : 1 : 0.1) UTilL, ^ b»I^^/^felf^ B B B(CT*SKLT«H{b^ 

(81 mg, 11X^50%) £#fc 0 
1L& : 221-223 e C. 

NMR (CDC1 3 ) 6 : 2. 17 (6H, s), 3.41 (2H, s), 3.48 (2H, brs), 3.79 (6H, 
brs), 6.54 (2H, d, J=8 Hz), 7.08 (1H, brs), .7.15 (1H, t, J=8 Hz), 7.35- 
7.60 (SH, m). 



(CH 3 ) 2 I 
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IR (KBr) : 1732, 1661, 1560, 1478 cm- 1 , 
TtM^ : C 28 E, 7 N 2 0 5 Cli: LT 
IfJMt (%) :C:66.33, H:5.37, N:5.53, 
(%) :C:66. 17, H:5.38, N:5.22. 



T/JPO 1/1 0829 



###)B 71-73 
###|B 7 0 (tl3] ^b^^#fc t 






R 1 


R 2 




St& CC) 


71 


morphol in-4-yl 


OMe 


53 


209-211 (AcOEt) 


72 


NMe, 


CH(CH 3 ) 2 


54 


301-303 (AcOEt) 


73 


morphol in-4-yl 


CH(CHg) 2 


53 


296-293 (AcOEt) 



W^MB 7 4 
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2-[6-C7 f f-M-l-f o n-Z-^ -y-4-7 ==-/V-2H-^ a ^ 
(0.20 g) CDTHF (5 ml) gttfcJJUF (.UK) & V M n y K (86 ml) 

5 THF (3 ml) tC}£fi?U 4-^ n o-2- HJ 7/V*o ^ W = 'J V (69 ml) 

tfik*(W-h!J *A (60%, ttte) (22 mg) (DTHF (2 ml) WCOtCTi 

10 »ETt?«Fii«r«*Ufc, #6>ixfc»it«rTHF (2 ml) te»t?U 

^u*y^ (0.21 ml) ^D^T3 0M^L7t o £Jfcifc«r«ffiTT?*3Jt U # 
biirc^^I^^^ (30 ml) Wgfi¥Lfc0>*>. t&ftti&fci- b y «7AtK^ 

15 y-/W-TV^--T7K=40 : 1 : 0.1) fc-CKMKU § b Hft^^J&^S^fft 
KXttmLX&mik&yo (112 mg, «57%) £#fc 0 
: 205-207 *C. 

NMR (CDClj) 8 : 2.35-2.45 (4H, m), 3.45-3.65 (SH, m), 7.21 (1H, s), 
7.30-7.40 (2H, m), 7.45 (1H, s), 7.45-7.65 (5H, m), 8.08 (1H, d, J=9 
20 Hz), 8.24 (1H, brs). 

IR (KBr) : 1725, 1663, 1530, 1310 cm" 1 . 
. itmftffi : C 2 9 H, 3 N, 0 4 CI, F 3 t bt 

fflMi (%) :C:58.90, H:3.92, N:4.74, 
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EM (%) :C:58.90, H:3.89, N:4.61. 



t^MB 7 5~7 9 
##MB 7 4 tm^UZlsX (S14) 0{b^%#7c c 
C*14] 






R l 


R 2 


&m 
(%) 


CC) 




75 


4-phenyl-l- 
piperazinyl 
methyl 


CI 


74 


201- 


-203 (AcOEt-IPE) 


76 


CiyWe, 


H 


35 


176- 


•178 (AcOEt-IPE) 


77 


morphol i n-4-ylmethy 1 


H 


36 


171- 


172 (AcOE-IPE) 


78 


CI 


CHjNMe, 


95 


215— 


217 (AcOEt-IPE) 


79 


CI 


morpholin-4- 
ylraethtyl 


69 


216- 


218 (AcOEt-IPE) 



10 



#%$JB 8 0 

mm [7-^DD-3-{2-(2,6->V h=3r^7-y ;)-2-t^yxf;i,}-2-t^y-4- 
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CI 




.0 



Tf 

0CH 3 



CH3C00 




2-[6-(/n^^f/V)-7-^ n v-2-7t* y-4-7 a:-/V-2H-^ a y-3-^f;V]^i 
(0.13 g) £>THF (3 ml) ^StUDMF (ljg) *3 .fclfcj-^MfJJ^ n V K (56 ml) 

%Mx-s Mm^x im%mwLtz z ^^msrfxmmvxnbtiitnm^ 

THF (2 ml) \Z.mmU 2,6-5?* h^T-V ^ (46 ml) *5 hV ^5vWT ^ 
V (86 ml) OTHF (2 ml) jgJRfc 0*ClCT»T Lfc e ll$M»#Lfc©t>EJ£i£ 

h y *-Mcg» % ^fp^TK*^ h v ^^mmaxumamti- h y 

ftfc»aE&DMF (2 ml) fc&ftU feKff»- by *A (150 mg) $r*Dx.T60 e C 

T'^ar^*U.#b^fcM^THF^^^ B B s ^TffiML-CMft^ (61 mg, 
Ifc2£36%) fcftfc. 
jtt£ : 229-231°C. 



NMR (CDCI3 ) 6 :1.99 (3H, s), 3.50 (2H, brs), 3. 7S (6H, brs), 5.09 (2H, 
s), 6.55 (2H, d, J=8 Hz), 7.06 (1H, brs), 7.16 (1H, t, J=8 Hz), 7.25- 
7.60 (8H, m). 

IR (KBr) : 1737, 1732, 1477, 1260 cnf 1 . 
5c*#*f : C 28 H 24 N0 ; C1^ LX 
fl-JHtt (%) :C:64.43, H:4.63, N:2.68, 
Haaffi (%) :C:64.45, H:4.95, N:2.64. 



WO 02/47723 




7JP0 1/1 0829 



142 



###IB 8 1 

WfSt [7-? o d-3-{2-(2, 6-^ y^n \?/VT~ V J)-Z-**V^M-2-**V- 




5 ##iB8 0 tl?IItat*If^ (W27%) £#7t 0 

gl£ : 290-292°C. 

NMR (CDC1 3 ) 5 : 1. 15 (12H, d, J=7 Hz), 1.99 (3H, s), 3.03 (2H, ra), 3.53 
(2H, s), 5.10 (2H, s), 7.00-7.60 (11H, m). 
IR (KBr) : 1732, 1647, 1532, 1364 cm- 1 . 
10 7tmft$t : C 32 H 3 .N0 S C1 1 UT 

tf-SMft (%) :C:70.39, H:5.91, N:2.57, 
MMW. (%) :C:70.41, H:5.67, N:2. 58. 



15 



###JB 8 2 

^ [7-f n P-3-{2-(4-^ P P-2- h ]J 7/Utn ^ f J) 7 )-2-^^r Vxf 




(0.30 g) (DTHF (6 ml) ^CDMF USO £ iTJ^^f- V )V>7 n JJ K (130 
ml) fcJP*., il&Ctl^WLfc. RJ6tt«T*fcETJwT»3lSLr#fetlfc» 
5 S£THF (3 ml) KHt£?U 4-* n n-2- h !) ^ =?)VT~ ]) > (104 ml) 

*3£TJ*7K»{t^ h y (60%, Jftft) (121 mg) (DTHF (2 ml) SHWftfcO'C 

mifc t ttaj^sri carafe, «^atft^hy*.Mc«« % 1* y 

10 TftJftlfe, $ffiTT«££g*Lfc e »fcftfc2tilEfcDMF (3 ml) fc*#U 2§ 
zkffl®tf-|*y*A (121 mg) ^n^T60 o C{CT3NFF B m#Lfc 6 KJ&jfcteak&in 

*^7A^D^f^77^- (WI:'gti^ ^1^^=1:2) 

15 TfifSSU $fefcB^^^fel!»*tCT»«bT*lllib^» (126 mg, ft* 

45%) 
. K£ : 1S6-187°C. 

NMR (CDC1,) 5 : 1.99 (3H, s), 3.49 (2H, s), 5. 10 (2H, s), 7.08 (1H, s), 

7.30-7.40 (2H, m), 7.45-7.65 (6H, m), 8.08 (1H, d, J=9 Hz), 8.17 (1H, 
20 brs). 

IR (KBr) :1725, 1663, 1530, 1310 cnf 1 . 

7G*#tff : C 27 H 18 N0 5 Cl 2 F 3 1 LX 

IfSflS (%) :C:57.46, H:3.21, N:2.48, 



WO 02/47723 




T/JP01/10829 



MMim. (%) :C:57.20, H:3.25, N:2.25. 



###!lB 8 3~8 4 

mi 5) 




###]B 

jgz. a. 


R 1 


R 2 


urn (%) 


»A CC) (^ B B B ?£|g) 


83 


CH 2 0Ac 


H 


35 


184-185 (AcOEt) 


84 


CI 


CEjOAc 


56 


237-238 (AcOEt-IPE) 



##MB 8 5 

2 - [7-^ n o -6- { ( t K P 3f vvV^ fvv) -2-^^r V-4-7 * =/W2H-^ n ^ >--3 
-lVw)-N-(4-^PP-2- h y 7/V^-P^f L /V7 3i=yu)7'-fe hT5 KO^ric 




g^g* [7-^ P P-3-{2-(4-^ p P-2- h y ^y^P ^ 9vVT~ V J)-l-Hr^rV^ 
y-4-7zn-/W2H-^ p ^ >-6— T/U] >' ^vUjl^tvI' (81 mg) £THF 
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(0.4 ml) J3W^;^ (2 ml) ®^$JKl3&ftU DBU (0. 11 ml) SrjbP 
^(CT 3 0#TO#Lfc o £J«Kf1^5vV (30 ml) SrJPiT*RL 

«^j:r;tt^^hy !>A*»«-e«ft*^u «^^-^i>^^ti^^s 

TSM{t^#! (34 mg, l&^80%) tr#fc 0 
IL6 : 241-243*0. 

NMR (CDC1 3 ) 5 : 1.85 (1H, t, J=6 Hz), 3.43 (2H, s), 4.70 (2H, d, J=6 Hz), 

7.21 (1H, s), 7.30-7.40 (2H, m), 7.45-7.65 (6H, m), 8.08 (1H, d, J=9 

Hz), 8.19 (1H, brs). 

IR (KBr) : 1699, 1655, 1306, 1144 cm' 1 . 

TGjjf : C 2 s H, 6 N0 4 CI, F 3 1 LX 

ft#jt (%) :C:57.49, H:3.09, N:2.68, 

MffltiL (%) :C:57.52, H:3.09, N:2.57. 

###|B 8 6~8 7 

#%0ijb 8 5 tmm^x mi 6) <D\^m^m^ 
mi 6] 




2 



CI 



R 





HX^ (%) ft. 



jfc (°C) (ff|£A&IK) 



R 1 R 2 



C^OH H 



37 



226-227 (AcOEt) 
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87 CI CHgOH 46 220-222 (AcOEt-IPE) 



##0!|B 8 8~8 9 
###|B 1 5 fcRJfcfcLT C*l 7) <Dik-£%o%:^tc 

mi D 





##0>JB 








R 


(%) 




m 


8S F 


52 


180-183 


(AcOEt) 


89 CI 


33 


189-192 


(THF-IPE) 



###JA 2 9-3 1 
##09 A 7 <t LT 1 8 ) (Dik-km^ntio 

[Ml 8] 




###]A 

R 



W CC) 
(%) (IglMI) 
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29 3-CF 3 82 159-161 (Et 2 0-hexane) 

30 4-CF3 82 202-204 (IPE) 

31 3,5-di-(CF 3 ) 75 193-195 (IPE-hexane) 



#:%#|A3 2~3 4 

mi 93 

0. 




32 3, 5-di-Me 16 174-276 (AcOEt) 

33 3-Me 12 1S2-184 (AcOEt) 

34 3-CFj 22 142-143 (Et,0-hexane) 



A 3 5 — 37 

###]A2 8 tnm^x m2o) <D\t%%>^Wz. 




T/JP01/10829 









MM. (°C) 




R 


(%) 




35 


3, 5-di-Me 


70 


187-190 (AcOEt). 


36 


3-Me 


89 


247 (decomp.) (AcOEt) 


37 


3-CF 3 


90 


200-202 (Et 2 0-IPE) 



###]B9 0~9 5 
5 [* 2 1 ] 




90 F 3-CF3 58 213-214 (AcOEt-IPE) 

91 CI 3-CFj 70 206-207 (THF-IPE) 
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92 


F 


4-CF 3 




78 


250-252 


(THF-IPE) 


93 


CI 


4-CF3 




55 


249-250 


(AcOEt) 


94 


F 


3, 5-di- 


(CF 3 ) 


58 


278-280 


(THF-IPE) 


95 


CI 


3, 5-di- 


■(CF 3 ) 


70 


254-256 


(THF-IPE) 



#%#|B 9 6~1 0 1 

m2 2D 












»J& CO 




R 1 


R 2 


(%) 


m^gkmrn 


96 


F 


3, 5-di-Me 


19 


274-276 (AcOEt-IPE) 


97 


CI 


3, 5-di-Me 


12 


274-276 (THF-IPE) 


9S 


F 


3-Me 


49 


216-217 (AcOEt) 


99 


CI 


3-Me 


60 


225-227 (AcOEt-IPE) 


100 


F 


3-CF3 


19 


227-229 (AcQEt-IPE) 


101 


CI 


3"CF 3 


43 


122-123 (AcOEt-hexane) 



#%#]A 3 8 

3-(2-^ 7-i^t Kn-5H-^ V'f J [5, 6-b] 7 7 >-2-# JV^vm. 
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(6- fc K n * *S-2, 3- v> t K P -lH-^T ^7>-5-^ /V) (2-* * -/V) * * / 

> (2.0 g) ©DMF (50 ml) **^hJJ !>A (60%, 

(400 mg) SriH;tfco lRliat?305>SH^L7tO*>, ^n^f^xf;!/ (l ml) £#0 

h/^y (50 ml) t*»U DBU (2 ml) «:JD*.fc. .m^-^DliaL 

io - (m& : *y/K mmmm ■. wm^^-^^>=i 3) \z.xmm\. 

Xs 3-(2-^ f;V7x=;l/)-6, Kn-5H-^ yf; [5, 6-b] 7 7V-1-h)Vj£ 

^^/utDmM^mc. mibfttz^x^/ucommshZTtiF (50 mi) 

(30 ml) 0»£»jfcfc»#U 1 h !J £ A (30 ml) £Jg 

£TM^3l$IWSH$Ui:. RjJSftSr«BET-e«lfb % ftfeftfcgiaEtoicfcAO*., 

j$&ik\zxmm^x&mit&m%m&£& (0.9 g , i&*39%) ti/c#fc. 

jftjft : 213-215°C. 

NMR (CDCI3 ) 8 : 2. 13 (2H, m), 2.17 (3H, m), 2.91 (2H, t, J = 8 Hz), 3.04 
20 (2H, t, J = S Hz), 7.11 (1H, s), 7.26 (2H, m), 7.32 (2H, m), 7.45 (1H, 

s). 

IR (KBr) : 3400-2400, 1720 cm' 1 . 
5c*#*f :C I9 H I6 0 3 tLX 
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tt-JWt (%) :C: 78.06, H: 5.52, 
(%) :C: 77.82, H: 5.59. 



###1 A 3 9 ~ 5 3 
###|A3 8 iRSHcLT (S2 3) £>£7J? [ft 2 4) <7>(b^&#7t, 
C*2 3] 



C0 2 H 




###|A 


R 


&m (%) 


Ifcjft (°C) (S^ B B B ^) 


39 


3-Me 


72 


240-244 (AcOEt) 


40 


4-Me 


76 


240-244 (AcOEt) 


41 


H 


63 


230-231 (AcOEt) 


42 


4-F 


48 


215-21S (AcOEt) 


43 


4-OMe 


85 


240-243 (AcOEt) 



C3t2 4] 
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R 1 


R 2 


R 3 


(%) 


m& (°C) 


44 


2-Me 


CI 


Me 


53 






45 


H 


Me 


Me 


.46 


26S-269 


(AcOEt) 


46 


2-Me 


Me 


Me 


39 


218-219 


(AcOEt) 


47 


3-Me 


Me 


Me 


62 




KnCKJCvJ 


4S 


2-Me 


Me 


CI 


78 




vAcubt; 


49 


3-Me 


Me 


CI 


33 


210-213 


(AcOEt) 


50 


2-Me 


CI 


CI 


62 


193-195 


(AcOEt-hexane) 


51 


2-Me 


F 


F 


40 


206-208 


(AcOEt) 


52 


2-Me 


(ay 4 


86 






53 


3-Me 


(ay 4 


34 


228-230 


(AcOEt) 



#%#JB 10 1a 

N-(2,6-v^ N=2rv'7 3i^/^)-N'-[3-(2-^^7^-^)-6,7-v ? t Kn-5H— f> 
=7 J [5, 6-b] 7 =7 >-2-4 A-] J£Ht 




3- (2-^ x. ~)V) -6, 7- *J t K p -5H--Y ^7 / [5, 6-b] 7 7 v-2-# >^ 

(3 g) , h y 5 > (2. 2 ml) % *5j;tfl)PPA (2.9 ml) <D^y^y (200 

ml) S»«rSlTll*|«ig»lfcO*,, 1 Lfc. Ifi^T'^i, 

fcf&m^ 6-v 5 ^ h^ri/T=yy (1.6 g) ^O^Ll^Mil^LfCo SJE&S? 
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&&&& (2.4 g, 53%) £LT#fc 0 
lt^:270 e C (£#). 

MR (CDClj) 5 :2.11 (2H, m), 2.27 (3H, m), 2.90 (2H, t, J = 7 Hz), 2.99 

(2H, t, J = 7 Hz), 3.71 (6H, s), 6.54 (1H, .s), 6.56 (2H, d, J = 8 Hz), 

6.86 (lh, bs), 7.06 (1H, s), 7.15 (1H, t, J = 8 Hz), 7.33 (5H, m). 

IR (KBr) : 3241, 1659, 1557 cm" 1 . 

5c*£*f :C, 7 H 26 N 2 0 4 t LT 

tf-JMt (%) :C: 73.28, H: 5.92, N: 6.33, 

HtHm (%) :C: 73.15, H: 6.00, N: 6.29. 

###JB 1 0 2~1 3 3 
###iB 10 1a tmm^LX [ft 2 5] &£t>* (S2 6) Ofb£t>£#fc 0 
[&2 5] 




##0SB HX^ CC) 

R« R 2 R 3 R* (%) (g&yijgjjg) 



102 3-Me OMe OMe H 19 208 (decomp.) (AcOEt) 

103 4-Me OMe OMe H 53 236 (decomp.) (AcOEt) 
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104 


H 


OMe 


OMe 


H 


50 


238-241 (AcOEt) 


105 


2-Me 


Et 


Et 


H 


28 


250 (decomo ) (HcCiFf) 


106 


3-Me 


Et 


Et 


H 


23 


225-228 (AcOEt) 


107 


4-Me 


Et 


Et 


H 


26 


250-254 (AcOEt) 


108 


H 


Et 


Et 


H 


42 


248-251 (AcOEt) 


109 


2-Me 


OEt 


OEt 


H 


45 


227 (decomp.) (AcOEt) 


110 


3-Me 


OEt 


OEt 


H 


14 


210-212 (AcOEt) 


111 


H 


OEt 


OEt 


H 


45 


210-212 (AcOEt) 


112 


2-Me 




CH(CH 


H 


oo 


£oo vaecomp. ; \AcUbt; 


113 


3-Me 


CH(CH 3 )» 


CH (CH J n 


H 
1 1 


34 


CiO\j ^aecomp. ) ^ACUct/ 


114 


3-Me 


OMe 


Me 


H 


19 


208 (decomp.) (AcOEt) 


115 


2-Me 


OMe 


OMe 


Me 


69 


280 (decomp.) 


116 












(AcOEt-hex) 


2-Me 


OMe 


OH 


H 


78 


210-212 (THF) 


117 


2-Me 


OMe 


OMe 


OH 


27 


224-227 (AcOEt) 


118 


2-Me 


OMe 


OH 


OMe 


36 


91Q-991 /AonR+^ 
£±o LttL \nCVE,Z) 


119 


2-Me 


OMe 


OMe 


F 


45 


280 (decomp.) 














(CH 2 C1 2 ) 


120 


4-F 


OMe 


OMe 


H 


36 


246 (decomp.) (AcOEt) 


121 


4-OMe 


OMe 


OMe 


H 


58 - 


238 (decomp.) (AcOEt) 



(^2 6) 




7JP0 1/1 0829 





R 1 


R 2 


R 3 


R 4 


(%) 


(°C) 


122 


2-Me 


CI 


Me 


OMe 


35 


282 (decomp.) (THF) 


123 


H 


Me 


Me 


OMe 


28 


252 (decomp.) (THF) 


124 


2-Me 


Me 


Me 


OMe 


39 


238 (decomp.) (AcOEt) 


125 


3-Me 


Me 


Me 


OMe 


47 


230 (decomp.) (AcOEt) 


126 


2-Me 


Me 


CI 


OMe 


34 


242 (decomp.) (AcOEt) 


127 


3-Me 


Me 


CI 


OMe 


34 


238 (decomp.) (AcOEt) 


128 


3-Me 


Me 


CI 


Et 


23 


235-239 (AcOEt) 


129 


2-Me 


CI 


CI 


OMe 


17 


275-277 (THF) 


130 


2-Me 


F 


F 


OMe 


26 


194-196 (THF) 


131 


2-Me 


(CH 2 ) 


4 


OMe 


26 


195 (decomp.) (AcOEt) 


132 


3-Me 


(CE.) 


4 


OMe 


47 


215 (decomp.) (AcOEt) 


133 


3-Me 


(CH 2 ) 


4 


Et 


32 


235 (decomp.) (AcOEt) 



###yA5 4~6 3 

A 1 3 t miUZ UT [«2 7] <Dlt'£!®)*ntc 0 
5 ($2 7) 
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»2 














"OH 
























CC) 


#■§• 


R 1 R 2 


R 3 


(%) 


\TT/PP HPITa 7fcf 


54 


(CHn). 


3-Me 


89 




55 


Me CI 


3-C1 


58 


ORO—O&A. f A^nR+^TDn^ 
£0*t vnCUtyt IrL,) 


56 


(CH) 


3-C1 


63 


910— 97 3 /'AoHt?-*-— TDlA 


57 


(chj 


3-C1 


73 


£oo ^«5o VACUxlu lrH/ 


58 


Me CI 


4"CF 3 


96 


231-234 






(AcOEt-hexane) 


59 


(ay, 


3, 4-Me 2 


87 


189-191 (AcOEt) 


60 


(ay, 


3-C1, 4-F97 


243-244 (AcOEt) 


61 


Me CI 


3, 4-Me 2 


86 


225-227 (AcOEt) 


62 


Br Me 


H 


82 


256-257 (THF) 


63 


OMe CI 


H 


61 


254-257 (AcOH-H,0) 



##iA6 4~6 5 
5 («2 8) 



o 






R 






#■§- 




(%) 




64 


3-C1 


82 


164-165 (AcOEt) 


65 


4-CF 3 


37 


134-135 (Et,0-hexane) 



#%#IA 6 6 ~ 6 7 
#%#|A 2 8 t mm\Z LT Ofbfrfcfcftfc 
10 C*2 9] 
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0 


-R 












(%) 




66 3-C1 


89 


173 (decorap. ) (AcOEt) 


67 4-CF, 


84 


245 (decomp. ) 
(EtjO-IPE) 



#%#JB 13 4 


~1 5 3 








eg b i tmm 




[*3 0] (Dit 






3 0] 












R S 


CC 


f\ f 








R 1 






N' ^ 
H 










MB R' 


R 2 


R 3 


R 4 




R£ CC) 












(%) 




134 


(CH 2 ) 2 C0 


3-C1 


2,6-(i-Pr) 2 


ii 


232-234 (THF-AcOEt) 


135 


(CH,) 2 C0 


3-Me 


2,6-(i-Pr) 2 


4 


203 - 206 (THF-AcOEt) 


136 


C0(CH,) 2 


3-C1 


2,6-(0Me) 2 


46 


268-271 (THF-AcOEt) 


137 


Me 


CI 


3-C1 


2,6-Me 2 , 4-C1 


16 


292-295 (THF-IPE) 


13S 


Me 


CI 


3-C1 


2-Me, 4-C1 


42 


247-249 (AcOEt-IPE) 


139 


Me 


CI 


3-C1 


2-Me, 4-F 


74 


242-245 (AcOEt-IPE) 


140 


Me 


CI 


3-C1 


2-CH 2 0H, 4-C1 


41 


150 (decomp.) (THF-AcOEt) 


141 


Me 


CI 


3-C1 


2-CH 2 0Me, 4-C1 


34 


1S0-184 (AcOEt-IPE) 


142 


Me 


CI 


3-C1 


2-CH : 0C 2 H.,0Me, 
4-Cl" 


4S 


126-128 (AcOEt-IPE) 


143 


Me 


CI 


3-C1 


2-Me 


79 


239-240 (AcOEt-IPE) 


144 


Me 


CI 


3-C1 


2-Et 


80 


201-203 (AcOEt-IPE) 


145 


Me 


CI 


3-C1 


2-iPr 


64 


205-207 (AcOEt-IPE) 


146 


Me 


CI 


3-C1 


2-Et, 4-Cl 


66 


22S-231 (THF-AcOEt) 


147 


Me 


CI 


3-C1 


2-Et, 4-F 


37. 


226-227 (THF-AcOEt) 


14S 


Me 


CI 


3-C1 


2, 3-Me, 


56 


250-251 (THF-AcOEt) 
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149 


Me 


CI 


3-Cl 


2, 4-Me 2 


69 


220-222 (AcOEt-IPE) 


150 


Me 


CI 


3-Cl 


2, 5-Me, 


59 


224-226 (AcOEt-IPE) 


151 


Me 


CI 


3-Cl 


2, 3-(CH 2 ) 4 


48 


242-247 (AcOEt-IPE) 


152 


Me 


CI 


3-Cl 


2, 4-CL 


• 54 


207-210 (AcOEt-IPE) 


153 


Me 


CI 


3-Cl 


2-C1, 4-F 


44 


211-213 (AcOEt-IPE) 



fc#WB 1 5 4~1 7 9 





0SB 1 5 tW. 








[* 


31] 












R S 


i T T 




rc 








R 


R 


H 










#%#]B R l R= 


I\ 


K 




1177 




#-§- 










(90 




154 


(CH,) 2 C0 


3-Cl 


2-CF 3> 


4-C1 


31 


180 (decomp. ) (AcOEt) 


155 


(CH,),C0 


3-Cl 


2-CF 3 , 


4-F 


27 


150 (decomp.) (AcOEt) 


156 


C0(CH 2 ) 2 


4-CF 3 


2-CF 3 , 


4-F 


34 


146-148 (THF-IPE) 


157 


co (ay , 


H 


2-CF 3 , 


4-C1 


32 


257-260 (THF-AcOEt) 


158 


C0(CH,) 2 


H 


2-CF 3) 


4-F 


51 


257-259 (THF-AcOEt) 


159 


(CH 2 ) 4 


H 


2-CFj, 


4-C1 


85 


232-234 (THF-AcOEt) 


160 


(CH,) 4 


H 


2-CF 3 , 


4-F . 


47 


231-232 (AcOEt) 


161 


: (CH 2 ) 3 


3, 4-Me, 


2-CF 3 , 


4-C1 


83 


236-238 (AcOEt) 


162 


(CH 2 ) 3 


3, 4-Me 2 


2-CF 3 , 


4-F 


71 


253 - 254 (AcOEt) 


163 


(CH 2 ) 3 


3-Cl, 4-F 


2-CF s , 


4-C1 


85 


221 - 223 (AcOEt) 


164 


(CH 2 ) 3 


3-Cl, 4-F 


2-CF 3 , 


4-F 


57 


219 - 222 (AcOEt) 


165 


(CH : ) 4 


3-Me 


2-CF 3 , 


4-C1 


42 


192-196 (AcOEt-IPE) 


166 


(CH 2 ) 4 


3-Me 


2-CF 3 , 


4-F 


60 


215-216 (AcOEt-IPE) 


167 


Me 


CI 3-Cl 


2-CF 3 , 


4-F 


50 


210-211 (AcOEt-hexane) 


16S 


(CH,) 3 


3-Cl 


2-CF 3 , 


4-C1 


7S 


215-219 (AcOEt-hexane) 


169 


(CH 2 ) 3 


3-Cl 


2-CF 3 , 


4-F 


82 


219-222 (AcOEt-hexane) 


170 


(CH 2 ) 4 


3-Cl 


2-CF 3 . 


4-C1 


40 


214-217 (AcOEt-hexane) 


171 


(CH 2 ) 4 


3-Cl 


2-CF 3 , 


4-F 


45 


220-224 (AcOEt-hexane) 


172 


Me CI 


4~CF 3 


2-CF 3> 


4-C1 


71 


261-264 (AcOEt-IPE) 


173 


Me CI 


4-CF 3 


2-CF 3 , 


4-F 


67 


250-252 (AcOEt-IPE) 
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174 


Me 


CI 


3, 4-Me 2 


2-CF„ 


4-C1 


67 


253-254 (THF-IPE) 


175 


Me 


CI 


3, 4-Me 2 


2-CF s , 


4-F 


67 


240 - 241 (THF-IPE) 


176 


Br 


Me 


H 


2-CF 3> 


4-C1 


58 


223-225 (AcOEt) 


177 


Br 


Me 


H 


2-CF 3) 


4-F 


56 


237-238 (AcOEt) 


178 


OMe 


CI 


H 


2-CF 3 , 


4-C1 


81 


246-247 (THF-EtOH) 


179 


OMe 


CI 


H 


2-CF 3 , 


4-F 


52 


218-220 (THF-EtOH) 



###i|B 1 8 0~2 0 2 
C«3 2) ~ C*3 3] 



5 




WO 02/47723 




T/JP01/10829 



[*3 2) 





1 








its oc) 




R 


R- 


R J 


/n/\ 

(%) 


(S---F5B3@?JR) 


180 


NHMo 


CH, 


CI 


65 


205-207 (AcOEt) 


181 


NH(CH 2 ) 3 0(CH 2 ) 3 CH 3 


CF 3 


CI 




104-105 (ACOEt-hexane) 


182 


NEt 2 


CHs 


CI 


87 


163-164 (AcOEt-TPE) 


183 


— N^N-Me 


CF 3 


CI 


58 


159 (AcOEt-rPE) 


184 


— N^>l-S0 2 Me 


CF 3 


CI 


73 


205-208 (AcOEt-TPE) 


185 


— N^^N-CH 2 Ph 


CF 3 


CI 


49 


158-160 (AcOEt-IPE) 


186 


— N^^N-(CH 2 )20{CH2)2CH3 


CF 3 


CI 


50 


173-175 (AcOEt-IPE) 


187 


— N^N-(2-Py) 


CF 3 


CI 


96 


205-207 (AcOEt-IPE) 


188 


— OH 


CF 3 


CI 


77 


193 (decorap. ) 

(AcOEt-IPE) 


189 


-o 


CF 3 


CI 


74 


191-194 (AcOEt-IPE) 


190 


— N^>-OH 


CF 3 


CI 


86 


203-207 (AcOEt) . 
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C*3 3] 



191 




CF, 


CI 


89 


194-197 (AcOEt-IPE) 


192 




CF 3 


CI 


73 


196-197 (AcOEt-IPE) 


193 


-N3>-Ph 


CF, 


CI 


20 


201-204 (AcOEt-IPE) 


194 


-0-0 


CF, 


CI 


32 


186-188 (AcOEt) 


195 


-Me 

— < 


CF, 


CI 


20 


219-220 (THF-1PE) 


196 


NEtj. 


CF, 


F 


25 


206-207 (AcOEt-hoxane) 


197 




CF, 


F 


87 


200-203 (AcOEt-hexane) 


198 




CF, 


F 


83 


203-204 (AcOEt-hexane) 


199 


■k 1 Kl PA III. 

— N x ^N— SQ 2 Me 


CF, 


F 


82 


216-218 (AcOEt-IPE) 


200 


— N^3~ Ph 


CF, 


F 


84 


198-200 (AcOEt-EtOH) 


201 


Me 

— N 

S (2-Py) 


CF, 


F 


32 


207-208 (THF-IPE) 


202 




lie 


CI 


22 ' 


239-241 (THF-IPE) 



###]B 2 0 3 

5 2-[7-^ o D-2-t^y-4-7i=;W6-[(t°!J v>--2— < )\sf-Or) * f7U]-2H-* n 
M^-il-f p o-2-( b y y ^^-;V)y 3L=.;V\T-t hT5; K<Z>-£ 

J* 




2-[§-(yn^^^)-7-^ p P-2-^-^ry-4-7^=/W2H-^ p^ y-3->T^]^ 
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Wt (0.21 g) ©THF (5 ml) ig&fcDMF (l» & itf^lf y /i^ p y K (86 

mi) zmz., m.^x immmwLtco ^m%%&T\zxm&Lxnt>*Litfo 

?i&THF (3 ml) iCjgffifU 4-* o p-2- h y 7 *i~)VT - U ^ (72 ml) 
&£Ttfrm4ki-V}) 7 A (60%, jftft) (23 mg) ©THF (2 ml) »»&£0 

yAfcTft&SK «BETT»jftSr9*Ufe e *tfe*Wt^S£THF (10 ml) 

U 2-^/^7 P ht°y i?^ (0.088 g)£DBU (0.118 mD^Dx., MT?24B#M!JK^ 

-^y^ah'/U^--T;U^wmiBLXmm{t^mt:m^^B (205 mg, 
65%) <b UT#fc e jRj& : 213-215 °C, 

##0!IB 2 0 4 

2- [7-^ P D-2-t^y-4-7i=;H-[(t 1 yi/y-2-^;^t) 7< ^/Kl-2H-7 n 
^ >-3-^ ;V} -N- [4-7 /W^- d -2- ( h y 7 /U^- u * fyv) 7 = 7 ir h 7 5 K© 
1^J& 



##^b 2 o 3 tmrn^xmrnitsm mm n%) zntz* m& ■. 195— 

196 *C (AcOEt-IPE) 0 
W^fflB 2 0 5 

2-[6-[[7irf-/W(^^) 7 ^ 7 3^^/W]-7-^ n D-2-^^7-4-7^=/W2H-^ 
p 7- V-3-^ /V] -N-[4- 7 p p -2- ( h y P / ^-)V) 7 31 =A0 T± hTK R<£> 
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2-[6-[(^ ^;VT 5: J ) * 5=-/V]-7-^ n ti-2-^-^y-4-7 ^~/V-2H-^ o^y- 
3— T /V] -N- [4-^nn-2-(b!J p y 7 s 7tb7 5 K 
B 1 8 0) (0. 20 g) (DTHPmSH.5 ml) MM ac^T 5 V(0. 11 ml) kWCTt*? 
5 ;K0. 033 ml) ZMZs 3 WfflHJB* tfc. S*S»^*SriP^ft**^A't^*tfi L/c 0 

jggg?g& : I^I^^-^f-y= 1 : 4)-e»»U 

y^o tVl>m— ^/^fcJSBrft LT*JBfc£4&&&£ig* (105 mg, 48%) i LT 
10 ftfc. jft^L : 199-201 6 C e 

#%#]B 2 0 6 

2-[6-[[^y 'A/K^ f /I/) 7 $ / f ^]-7-^ p P-2-^-^ry-4-7 3i=/W2H- 
y-3-^/l^]-N-[4-^ p p-2-( h V 7/V^-p 5vV) 7 =.—;l>]T± hTK K 

15 <&-£fife 



###]B 2 0 5 ^Iiattlft^ (IR* : 66%) £#fc 0 : 215 — 
216 °C (Ac0Et-Hexane) o 




20 



##$|B 2 0 7 

2- [7-^ p P -2-^-^r y-4-7 ai^yV-6- ( fc°-^7 v^-l— f M y f7W2H-^ D /• ls- 

3- 4 M -N- [4- ^ p p -2- ( h U 7 fr* p y 5vV) 7 T ± h T x K©-eN& 




T/JP01/10829 



2-[6-C/n^ n p-2-;^ y-4-7 ==/V-2H-^ p y< /V]gfc 

It (0.28 g) <^»THF (7 ml) j&feDMF fc'i^f U/^D !) K (120 

ml) SriDx., iSI:tll|»Lt 0 K*«e*«BETfcT»(f LT#feitfca 
5 ^&THF (5 ml) te&*¥U 2-0 p p-4- h J) :7/M"P y ]) > (101 ml) 

*3«fclfck*flrt- h U «> A (60% s jftft) (32 mg) (DTHF (3 ml) KftftlCO °C{£ 

10 f*Afc-C|64tfc % ffiTT«^^Lfe 0 #b^fc2Wt*TBF (10 ml) {Z® 

MU tert-y^/w i-tv<y h (o.i9i g )<b hy^^Ts: 

V(0.14 ml) *Jn*. % 5BWuinl!a«Lfc. S^^TK^D^m^^VT-ttmU 
»&ftfc2Mt$rffl« (10 ml) (d^?t«^ (10 ml) «:JD;lfclk 30^MiPI«l 

*N&(122 mg, 30%) t Ltftfc, jR£ : 237-242 °C 0 

20 #%#]B 2 0 8 

2-(7-^ n D-6-t Kp ^^-2-^y-4-7^-/W2H-^ p y >--3-^/V)-N-[4-^ 
p p-2-( h JJ 7;w^-P^^v)7oi=/u]7-fe b7 5 KO-frj* 
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2-(7-y a p-6-y. h 3-^-2-;^ y-4-7i^;W2H-^ p y y-3-^ /U)-N-[4-^ 
od-2-(M) 7>V7>rut^;V)y =l-MT± YT^ K (##fSB17 8) (3.20 
g)O^it^^^y^(l0 ml) ^lMH^{b*l>S/^b^^ 1/^^(31. 6 ml, 
31. 6 mmol) ^0^^S.T*3 B W«# Lfc„ Bti&fc&ttK&&W&Sl&to*.1t* 

*£s B H (2. 05 g, 64%) i: L-T#7c 0 — t&£THF-> t Vfn fcVl^-^/V^bSfSill b 
T|WR«rffl*Ufc, H£ : 246-247 °C 0 



#%0!JB 2 0 9 

2- (7-^ n n-6-t Ka^y-2-t^r y-4-:7^~/V-2H-y P y ^-3--Y/V)-N-[4-7 




###jb 208 tmmzisX&mikG® (nm 58%) bl& : 240- 

243 °C (AcOEt-Hexane) o 
#%#]B 2 10 

2-(7-y n n-2-^y-4-7^-/W6-(2-7°n^>^ h^vO~2H-y ny >'- 

3— r /v) -N- [4- ? p n -2- ( h y 7 p y 5vu) 7 * t ± b r $ Ko-frj* 




2-(7-y p P-6-t KP= J r^-2-^-^y-4-7^=/W2H-y oy /V) -N- [4- 

^ b d-2-( h !l /V) 7s=/l/]7t hTS: K (###)B 2 0 8) 

(0. 30 g) <DDMFi$fl8K5 ml) [C2-y p Pif/HfAa-f^(a 31 ml) , y 
£ A (0. 23 g) % iti- h y £ ^ (0. 15 g) &*J];il20 , C-e30#ratg# L7c 0 E£ 
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ntV^>-7 i yV^e>iSP^r B UT^S{b^tril^ B B B (151 mg, 43%) t LT»fc. 
: 170-171 °a 

5 

###JB 2 1 1 ~2 1 3 
#%#|B 2 1 0 irl^ltlKlLT (^3 4) (Dik&m*1%tz 0 
C«3 4] 



o H 

###|B R 1 R2 1$^ 

It : (%) (gfej 

211 0(CH 2 ) 2 0(CH 2 ) 2 CH 3 F 32% 161-162 



###|B 


R 1 


R 2 












(%) 




211 


0(CH 2 ) 2 0(CH 2 ) 2 CH 3 


F 


32% 


161-162 (AcOEt-IPE) 


212 


0(01,) 2 0Ph 


CI 


54% 


176-177 (AcOEt-IPE) 


213 




F 


52% 


189-190 (AcOEt-IPE) 



###JB 2 14 

N-[4-7/V^-n-2-( h U 7/V^-n^^V)^^-/i.]-2-(8-t KP^v^-^y- 
4-7x^-2,6,7,8-fF7t K o D^y ^ [g] ^ o ^ ;P) 7 1 hT5 

HO 



15 




7K#T. NaBH 4 (30 mg) £>DME (2 ml) !SI«{C2-(2, 8-i?**y-i-7 *=-/U- 
2, 6, 7, h 7 t Kp P-<y^ [ g ] ^ n ^ ^-3--f ^)-N-[4-7/Ki-n-2-( h 
y 7;^O^f/U) 7^-/U]-T-t hT * K (fMfMB 8 8) (170 mg) £7J0;i x 

^cy^y-^ (i m i) ztoz_xm&vio$mmwLtc 0 mm^mm^m 
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^T-e*»L-C«Hft'&*Sr«lfe»ft (110 mg, 65%) fcLTWfc. — « 
^^^;V^b#^ B B a bTE^Ira!l^Ufc 0 ft/£ : 217-218 °C 0 

#%#|B 2 15 

N-[4-7/V^-n-2-( h y 7;UtP^f;V)7i=.^]-2-[8-t Kn **s-4-(3-? f- 
jV7aL=.;V)-2-ir*y-2, 6, 7, 8-ff7tKo V* [g] ^ n ^ V-3--T/1-] 

HO 



###]B 2 14 £l^£LT*llltl^ OR* : 82%) £#fc e Sk& : 225- 
227 °C (AcOEt) 0 

###JB 2 16 

N-[4-7/V^-n-2-( h y 7/VtP^f/l')7i=;V]-2-(4-7x=;K2-t^y- 
2, 6-v 5 kKo^n^[g]^^ /V) Tir b T 5: h~<D&f& 



N _[4_ 7;W ^- D -2-( h y 7^n^f^)7ii;V]^(8-t Kn^v--2-^-^y 
-4-7i=/H,6,7,8-t h 7 fc Kn is? [g] / JV) T± YT 

5 F (###!) B 2 1 4) (250 mg) © h/l^V (50 ml) jg^fdp-TsOH • lTkfP 
$5 (300 mg) ^*D^.30^MiDlfiaiaELfc. EJ&iR&*S&Lfc<D*>* 

3:1) fcT^bT*jajfc^fefc&fe*&ft (200 mg, 1&*74%) LT#/c 0 - 
§(5^THF^b#^B B a LT®,&£&!!£ Ufc 0 : 217-218 0 C o 




Me 
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#%#|B 2 17 

N-[4-7/V^d-2-( h U yMu^^jV) -7 zc =./U]-2-[i- (3-y ^}V7 -2- 




#%0HB 2 1 6 fcra#fcLT*«fcfr* OR* : 55%) &#fc„ It£ : 196- 
197 °C (Ac0Et-Hexane) o 

###|B 2.1 8 

(2E) -3- [3- [2- [ \A-7>V* n -2- ( h y 7^ b y fvV) 7i^]?;/] -2-^" =*r 
yrc^;U]-7-^5 1 /l'-2-^-dry-4-73i-/l'-2H-^ b ^ y-6-'f;V]7'n/<yi^f 




7/V=fV#ll$n r 2-(6-7 r B^-7-y ^-;V-2-^- ~;V-2Yr ? n^y- 
W/U)-N-[4-7/V^"B-2-( h y 7^D^^)7i=^]7t NT 5 K (## 
#jB 1 7 7) (500 mg) (DWF (5 mL) ft«H:T^ y/VR^^/V (0.14 mL) N 
Et 3 N (0.21 mL) % Pd(0Ac) 2 (5 mg) % MJ 7x^;V7#^7^f V (10 mg) £7JD 
^T120 o CT10B#^»iWL7t o SJfcifttoicfcfll*., »^^/H^TttHiL7t 0 

jftU J^ETT^||LT«Sft:^^^^ B B B (360 mg, » 72%) t LT#7t 0 
-§13l:^K^f/^^S^B B B LT«l!^^iil^:b7t 0 gb£ : 233-236 °C 0 



###jA 6 8 
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2- (6, 7-i?y ?-A>-2-tt y-A-y =-A>-2n-fi u y M Wm^w&]& 



#%fiA2 1 tmm^Lxmmit&m mm ■. 75%) &#fc e m& • 127— 

128 °C (AcOEt-Hexane)o 
!)A 6 9 

2-[6, 7- if* (r-fe h^-yy ^sv)^-** y-A-y ^-/wh-? p * y-3-^/V]f^ 



2- (6, 7-v^ ^7W2-^"^y-4-7 rc^/V-2H-i? n y f /U) fflig^L^vV 

(0.50 g) vygm?L.f-As (20 ml) *JflnO»-7 P * = § K (0.66 g) *5 

<£ t*2, 2' -T y ^ n = MJ JV (24. 4 mg) £AD 7L, 1 B#raAnfgaiSfc Lfc D S 

fthfriltmtit&NP (10 ml) fcljgfcU H*ftiH-MJ*A (488 rag) SriD^T 

tf;^-x/^^bH^B B B LT^M^t) (281 mg x ftjfe : 95 
-96 0 C o 

#%0||A 7 0 
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2-[6, 7- 1'* (Tir h =¥i/y ^)-2-^"^ y-4-y p ^ >-3-^ /V] 



Ct3 0^^Lt, RJfcttKlft»3i?yV (30 ml) ^JB*.T*RUfcOt» % 

-e^sre*tfc. nbtitem*^— T^bm&^xmmik-sm (i67m g , 

ifc^86%) &#fc e Ii£ : 130-131 °C e 
#%#]A 7 1 

2- (2, S-v^^y-^^/P-e, 8-^fc KD-2H-7 □ [3, 4-g] put 



2-[6, 7-fc* * ( t Ko ^r>-y ^)-2-*^y-4-7 ^~/W2H-^ n >-Z-<<( /U] 
JR&x-T-fl' (150 mg) O^PP^> (3 ml) ^ffcl£~||fl^y#>' (1.5 
g) It^DxIn *afc:-C-«JJ*#Ufc B mmZM^LtKDlb, It^iffTfll 
U #bnfe?^^THF*^S^ B B BLT«ft^ (98 mg, JlX^66%) 
: 222-223 °C 0 

#%#|A 7 2 

2- (2, 8- v^^r y-4-7 a: -/V-Q, 8-v 5 1 Kb -2H-7 p [3, 4-g] ^n^ ^-3-^ /W) f£ 




g^^/W (240 mg) O^^y-yU (4 ml) ^IdDBU (0.4 ml) £A0;t, MM. 
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0. 



OH 



2- (2, 8- v 5 *^ y-4-7 a — ;V-6, 8- S? fc K p -2H-7 p [3, 4-g] 7 D y V-3-> f ;V) 
ftS^fvi, (58 mg) (2 ml) *3±tf*4SK (1 ml) fc«#U 30^MiD 

iRJt^Lfco SJC&»Sr«UETT?««lUs »&*Lfa*SE&THF (10 ml) *iiVft» 

(50mD ©a^^Ktc^L^o*), ykaxx^momti-hv ^^ykm 

&THF-- f yyntWrt— rA^e>S^ H B 0b-r^J@{k^ (72 mg, JR*92X) £ 
#fc e jft^L : 226-227 °C e 

###|B 2 19 

2-[7-7 p n-6-(->77^ ^yV)-2-^-=¥ y-4-7 »=/U-2H-* o y Z/-3-4 /V]-N- 



2-[6-(7*P^y ?Vl-)-7-7 n n-2-^-^r y-4-7 oi=/V-2H-^ p ^ V-3->f /U] H? 
g (1.6 g) £>THF (40 ml) J&ftlCDMF (5ffi) *5Wt#P^ ny K (0.7 
ml) &MX-s MfcTlBftWftftLfc. S*«Sr»ETmT»»UT»e>ti,fca 
?f£THF (20 ml) (C^? L, 4-? p p-2- h !) 7/V^-p.^ f-frT— JJ > (0. 55 
ml) :fcJ:t/**flrt-HJ 7^ (60%, $3f£) (176 mg) tf>THF (20 ml) KWgK: 
0 ^ClCTiftTUto atl 2l*M!ft^Ufc©t,^«t*S:iBs.±riyftS:Siai 

?*istrJ*\z.Xim& m£TXmm^^Vtc 0 #b^7c2-[6-(7*p^^^ 
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/U)-7-? p y-4-7*=/W2H-^ p y ^]~N-(4-^ n n-2- h y 

7/^P^f^7x^)7tf7? KOttftrA&DMF (6 ml) ll^t, WSH" 
hy 17 A (0.13 g) &to*T3B#M«i*l,fc. KJ&tttakfcJp*., 

*7^^ p-v h^77^f- (JSK^l : * Pn*M-itii^-^^ty= 
5:1:4) KTfifJgU $ £> (CTHF— i?<4 V7o feWKf A tT^H 

(480 mg, $LmS5%) ^'fetc* : 247 - 248 °C 0 

###iB 2 2 0 

2-[6-(T 5 o n-2-#^y-4-7x=;HH-i? n ^ y-3-^/l/]-N- 




2- [7-^ p D-6-(i/J/^ ^A-) -2-^-=^ y -4- 7 ^ — /V-2H- * p y ^-3—fVl/|- 
N-(4-^ p P-2- h y -7)Virv y f/V7i=/>) Ti? bT 5 K (100 rag) (Dm (5 
ml) (100 mg) 7K^#a^T (4.5 ^BE) Mt£ 

nm^/^w^B Lxmm<t&m (27- mg , ^27%) st^t : i65— 

167 °C„ 
##$|B 2 2 1 

2- (2, y-4-7^-/V-6, 8-S?t Kn-2H-!7 o [3, 4-g] 9 n y ^-3— (VV)- 

N-[4-7/Vto-2-(hU 7/Vto^f/V)7i-;V]7t hTS: 
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###!b 1 5 1 mmzLx$mtt&to mm 71%) mtc 0 m& 253- 

254 °C (AcOEt-IPE) e 
##09 B 2 2 2 

2- [7-^ d p-6-[(1-^-^v- bM-:7oL=/W-t°^7i^^)^5Vv]-2-;t^y-4- 
7^^/W2H-^ p ^ >--3-^^]-N-[4-^ n p-2-( h y 7/^n^f^)7i=;l'] 



2-[7~? p n y-4-7 [ (4-7 x * 5vv]- 
2H-^ p ^ y-3-^7V]-N-[4-^ p p-2-( h U ^ rc-/V]Tir hT 

5 K(1.0 g)©^nn*M^t(5 ml) ldmCPBA(0. 41 g)£#D;i, ^£-C30#raSI 
# Lfc 0 * y * h7'77^- (JftH&K : It 

^^;V-^^y-^-TV^=T7K=S5 : 15 : l)- ^LTftMU £<bf-l£ 
|xf;W^y7D tVV^-^/^bS^LT^Mfb-a-^ (218 mg N 
21%) H£ : 157-159 °C 0 

##0!IB 2 2 3 

2-[7-^ P P-6-[(4-,i-=¥v' N-7i^/l^-l-t'^7 v^;U) y ^]-2-^-^y-4- 
7^^/V-2H-^ p y ^-W /V]-N-[4-^ p p-2-( h y 7/M-p /> f;V)7i=/V] 
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2-[7-^ P P y-4-7 ^-JV-Q- [ (4-7 m - A~l- 1:°^^ ^/U]- 
2H-^ p ^ ^-3-^ A-]-N-[4-^ p p-2-( h y 7/I^p ^ ?vu) 7 m^l/] 7ir hT 
^ K(1.0 g)©^na*;^i(5 ml) fcmCPBA (0. 41 g)^P^ N M-e30^WSfc 

^oQ^/l,-^^y-^-T^-T7K=85 : 15 : 1) fDtfU 2-[7-^pp-6- 
[(1-^-^r^ K-4-7x=;V-l-tV7 v>=/U) ^ ^vv] -2-t^V-4-7x — /W2H- £ 
p^ y-3-^;V]-N-[4-^PP-2-(b y 7/^P^^V)73i=. /V]T± hT5 K 
(##08 B 2 2 2) £#&Ut&ttf>$i3&££r£ bKHPLC(CHIRALCEL 0D, ^ 

: 2)-ett«LT*Hte£* (71 mg, ^7%) £#fc 0 fife 

£ : 183-184 °C 0 
#%#|B 2 2 4 

2- [7-^ P P -2-^"=r 7-4-7 3i =/W6-[ (4-7 31 fcV^y S^AO ^ ^7V]- 

2H-? p^ ^-3-^^]-N-[4-^ p p-2-( h y 7A^"P ^ f^)7i=/l/]7t h7 
5: K ^m^O-g-^ 



2-[6- (7 p * ^ ^-/U) -7-^ P P -2-;^ 31 -/W2H- ^ p ^ 7-3-^f A«] ft 

& (0.41 g) £>THF (10 ml) JgjftfcDMF (lp) *5 J; Xfi**?-? V M u ]) K (0.2 
ml) SrJpi, ^i&teTiB#HSH$Lfc 0 SJS*«r»ETfc-c»ttLT#e>iifc» 
MlrTHF (5 ml) (-^S?U 4-^ o P-2- h J7 7/V^-P ^.f-/UT— ]) > (0.14 
ml) &£07.kljl{b7 h y £A (60%, Jftft) (44 mg) £>THF (5 ml) KM&C 

jf%i/$Mzxtm&, ffiZTx-mmz^Ltc, #e>^fc2-[6-(7p^^^ 
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u v-2-sfr*y-4-7*~^-2H-? p * >-3--f /V]-N-(4-^ np-2-M) 
7/V^-n^^/V7^=7V)T-fe hT^ K<&SBM&0>DMF(1O ml)^tdl-7^^u 
^7^^(0.166 g) ^ A (0.285 g)S:iP^ 80 , CT30#raift#Ufco 

&*P^ KJESK*ffl«*^(5 ml)-?#ftU *(120 ml) {C&iT^Tcio £Cfc 
ttBMfeS:»aL, *(20 ml), ^y-Mio ml)Tii^Sfe^Lfc e 
trTHF(6 ml)tS^Sfbfe©t»x •*!*«>. 26 ml)S:AP^ 20#WHfc#L;fc, ttJR* 
£«8tU HS^fvUfifeif LTmmik&m (491 rag, te*70» fcfcfc. ft 
£ : 238-239 *C 8 



###|B 2 2 5 

2- [7-^ P B-2-^y-4-7x=^-6-[(4-7x=A^l-^7 5?= ^) ^ 5vW]- 
2H-i7 p ^-3--f /V]-N-[4-^ o P-2-( h U ^ 5vV) 7 a^;V]T"fe ST 

5 K *fil'X/\'ft>&&<D&f& 




###JB 2 2 4 £ P3*SIC LXII^ : 67%) ft£ : 198- 

204 °C (THF-EtOH) 0 



#%fijB 2 2 6 

2- [7-^ a n-2-^-^ry-4-7 = — /V-6-[(4-^ai=/Wl-t 0 '<7^/V) ^ 5vV]- 
2H-i7 P ^ y-3— TA-]-N-[4-^ p P-2-( h U 7/i^-p ^/V) 7i5^]7t YT 




T/JP01/10829 



2-[6-(yp- : e^5 1 /P)-7-^on-2-^y-4-73c=/W2H-^n^y-3-^/W]g^ 
tt (0.41 g) tfXTHF (10 ml) ^{CDMF (lM) *5 it/^if y /l^ a V K (0.2 
ml) SrJbD^., *»teTll*MiJI#Ufc. SJS^^i±TCT^LT#fctlfca 
5 ?t£THF (5 ml) Rl*g$?U 4-* o D-2- h V 7 jVifu }=f}\/T =- V V (0. 14 
ml) &£TM$kHtf-YD *>1± (60%, jfttt) (44 mg) <9THF (5 ml) SAffiKl 
0 °C{cxMT bfc c Mt? 1.2 B#M«# Ufc©*>K^fc*SriD*.4JifettS:iffil 

10 ?*i/i}J±KXmm, mj£TV&mt:&3xl,1t 0 ^bfltc2-[6-(-fu^^^ 
/u)-7-* n n-2-t^y-4-7i ? a y >-3--Y;V]-N-(4-^ a n-2- h ]) 

y;vjrx2f5-/\,7zL-?v)T±YT^ K0fiJfiNi©DIIF(io mD^tci-^i^/v 

fc^v^ (0.166 g)£#»#y £ A (0.285 g) SrJp*., 80 o CT*30^W^Lfc o 
RJSSE&fflifc*?7K5 ml)T*«L, 7k (120 ml) td&£*&A/fc e 4Cfc 
15 ifcE^I £*El& b x 7k (20 ml) % x * J ~)V (10 ml) -eJl»^ bfc 0 bfc^ti 
£THF(6 ml)tc*§8¥bfc©*>, *£ifc(0.26 ml) SrjbD*.* 20#M«J$Lfc. tbJR4fe 

^fp^7K*-7- h V $&7kmm(30 ml) 20£f,a$#brt:„ ttJR«b«rWK 

U 7K(20 ml), rc^y— 71,(10 ml)T*JI^#bfc 0 «bfc*£ H B 0 £THF(2O ml) 

fcaHtSrTHF-^ * y £>?|8& tttl{^i^*^ B B B (0. 431 g s ft* 
63%) t bT#fc 0 Rj#l : 201-203 °C 0 

#%MA 7 3 

25 [7-* n n-2-^-^y-4-7 3 i^yW6-[(4-7^=;Ut 0 -^7v ? >-W/V)y ^/P]- 
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m 
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a 




CI 



o. 



.COOEt 



;V) m&=c?7U (100 g) % N-^n^-a/^gtf* K (59.9 g) „ 2,2' -TV If* 
5 -2,*-^fMHJ=MJ/U (3.48 g) £AcO l Bu (700 ml) KlSflU 80tT* 
2mmfflftlsti 0 BU&fc&fttQU 25TOTT* h y 3i^>UT 5: V (34.03 g) &10 
stilts §lt^#^40TOT-r*7^=/H; o -<7^ (45.47 g) «rl5#J&» 
ItTSSTUfc. «T^T^^at?2I^IBHft^L*:o RJES3fcfc=-* /-A' (500 
ml) *15#j&»tt-CSTFU (200 ml) Srl5^d^fC?RTtfc„ MT^T 

10 #^S.T'30^\ $f>^7k^T-eiB#TO#Lfc 0 £Cfcjfeftfc*>SU 50%^* 
.7 ~/UT?Sfci#- LT [7-^ P P-2-^"^y-4-7 3i=/V-6-[(4-73i— Af\£-<^ 9 J>- 
W;V)^^]-2H-^ P y V-3--<;V]I^3i^;V(D|a^ s B a (100 g : Jfc*69%) £ 

r $ LTfakftfcfe&fi (70 g) (280 ml,) fcitMcO^u (280 

15 ml) OM^»iiU 40 , Ct?**S (12.2 ml) %AD^fc 0 40tT*30^^# 
&s M4-C»aiL§e>l«kftU H*M8K*Lfc. £Cf« H B B £53&U 50% 
=r. * y -^T*St# L-C*Hfb&* (72 g : |e]M96%) £ 6eJ£ B B H t LT#7c 0 
NMR (CDC1 3 ) 5 : 1. 23 (3H, t, J = 7 Hz), 3.20-3.50 (4H, m), 3.41 (2H, 
s), 3.50-3.65 (2H, m), 3.70-3.90 (2H, m), 4.14 (2H, q, J = 7 Hz), 4.20- 
20 4.35 (2H, m), 6.95-7.10 (3H, m), 7.20-7.40 (5H, m), 7.52 (lH,s), 7.50- 
7.65 (3H,m), 7.S0-7.90 (1H, brs). 

#%#]A 7 4 

[7-^ p p -2-^ y-4-y * =/H-[(f7i ^/v- 7 w AO ^7U] - 
25 2H-^ p y y-3-^ /U] ft8©^ 




T/JP01/10829 



[7-^ n y-4-7 1 =;1^6-[ (4-7 x=;P t e ^7 ;V) * 5vk|- 

2K-?v*V-Z-<<(;V]mk=z s }-^'im)& (40 g) (120 ml) \m 

»U 2N *lMt^>y (144.5 ml) ^*D^fc e 70 e C-?lB#F B W#LT 

WbfbfcJtfeaWttSTx (40 ml) fciOT^m (49.4 ml) 0%^®- 

«tli:45^in«Ttfc. 40 , CT?S£?R£8K h y *3sT*pH 5.5- 

6.0lCpSUfc o pH^^Lfcmrt^35~40°CT-15^Ji^L, ^5@J:TS£JjPL^ 

m (34 g : Jft^96%) LTfcfc. 

NMR (CDC1 3 ) 5 : 2. 45-2. 70 (2H,m), 2. 90-3. 25 (3H, m) , 3.39 (2H, s), 
3.40-3.85 (4H, m), 4.20-4.40 (2H, m), 6.80-7.00 (2H, m), 7.10-7.70 
(10H,m). 



#%#J A 7 5 

{$>-(-? u*: * =3- )V)-l-$ p D-4-(3-^ n n7x^/P)-2-t^y-2H-^ n ^ V-3- 




NMR (CDCI3 ) 5 : 3.36 (1H, d, J = 17 Hz), 3.47 (1H, d, J = 17 Hz), 4.60 
(2H, s), 7.07 (1H, s), 7.18 (1H, m), 7.28 (1H, m), 7.48 (1H, s), 7.55 
(2H, m). 
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###|B 2 2 7 

m-t xl y y-W /V]-N-[4-^ p d-2-( hU 7;v^-p y fvv) y *-;U]T± YT 
5; K©^jfc (###<IB 7 5©f&H&©»Bfc£jfc«fc) 




[7-* p P-2-^-=¥y-4-7^-;W6-[(4-7^=/Wt°^7v ? ^-W/V')^^/V]- 
2H-^py >-Z-J JlslMm (500 g) &THF (5 L) *5j;tH)MF (5 ml) <Dm&m$ 

\mmu 7k%tT5°cuT\^mLtc 0 f^^c!) k (150 mi) fcEffl-rffi 

TLfc 0 iT^Tiiai:il, 25~30°CT*5B#r B W#t7t o TOlch/^y 

(2 L) ^D^Ls $cJBi*SL7c 0 #bftfc2s?f£THF (5 L) l£S*§U 4-^pp- 
2-(YV 7/Wfo^f;>)7-!J ^ (250 g) ^Dx. N 80°C-e5B#P B 1ifSiSL7t o 
^%40°C^T-^SPLT-fe (5 L) , 7K (2.5 L) %^Q^7cio 25%T^=TtK 
-e P H=7. 6lCfl8 U l5~20°C-C30^^ff W Ltc 0 ifaffi Ltd£ik*T&<bfi%mX'ft 
$£U T-feb>*5J:t5*t?ifc*L-C, mmit&Vd (487g : lfcs£71%) frWfc. 
: 201-203 °C 0 



#%#JB 2 2 8~2 4 8 
#3%#]B 7 4tWiW:KLX (*3 5) Ojb^^#7c 
[*3 5] 
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228 


4-C1 


2-CFs, 


4-C1 


47 


215-217 (AcOEt-hexane) 


229 


4-C1 


2-€F 3 , 


4-F 


22 


185-187 (THF-AcOEt) 


230 


3-C1 


2-CFj, 


4-C1 


42 


203-205 (AcOEt-hexane) 


231 


3-C1 


2-CF 3 , 


4-F 


59 


180-182 (THF-AcOEt) 


232 


4-F 


2-CF 3 , 


4-C1 


48 


205-208 (AcOEt-hexane) 


233 


4-F 


2-CFj, 


4-F 


43 


201-202 (THF-AcOEt) 


234 


3-F 


2-CF3, 


4-C1 


86 


196-199 (THF-AcOEt) 


235 


3-F 


2-CFj, 


4-F 


61 


180-182 (THF-AcOEt) 


236 


3,4-F 2 


2-CF3, 


4-C1 


55 


192-195 (THF-AcOEt) 


237 


3, 4-F 2 


2-CF3, 


4-F 


46 


196-199 (THF-AcOEt) 


238 


3, 4-F 2 


2-Me, 


4-C1 


55 


203-206 (THF-AcOEt) 


239 


3-Me 


2-CF 3) 


4-C1 


58 


190-192 (THF-AcOEt) 


240 


3-Me 


2-CF3, 


4-F 


49 


168-170 (THF-AcOEt) 


241 


3-Me 


2-Me, 


4-C1 


67 


235-238 (THF-AcOEt) 


242 


3, 4- (Me), 


2-CF 3> 


4-C1 


70 


208-211 (THF-AcOEt) 


243 


3, 4- (Me) j 


2-CF 3 , 


4-F 


77 


186-187 (THF-AcOEt) 


244 


3-CF 3 


2-CF 3 , 


4-C1 


41 


183-186 (AcOEt-hexane) 


245 


3-CF3 


2-CF 3 , 


4-F 


62 


198-201 (THF) 


246 


3-CF3 


2-Me, 


4-C1 


89 


232-234 (THF) 


247 


2, 3, 5- (Me) 3 , 4-OH 


2-CF 3 , 


4-C1 


22 


216-218 (THF-AcOEt) 


248 


2, 3, 5- (Me) 3 , 4-OH 


2-CF3, 


4-F 


22 


220-221 (THF-AcOEt) 



#%$|B 2 4 9 — 2 6 8 



#* 


R 1 


R 2 




W 
(%) 




249 


H 


2-Me, 


4-C1 


66 


213-216 


(AcOEt-IPE) 


250 


H 


2, 3, 4-F3 


47 


169-174 


(AcOEt-IPE) 


251 


4-C1 


2-CF 3 , 


4-C1 


49 


194-197 


(THF-AcOEt-hexane) 


252 


4-C1 


2-CF3, 


4-F 


49 


178-184 


(THF-AcOEt-hexane) 


253 


4-C1 


2-Me, 


4-C1 


55 


218-220 


(THF-AcOEt-hexane) 


254 


3-C1 


2-CF 3 , 


4-C1 


51 


193-195 


(AcOEt-hexane) 


255 


3-C1 


2-CF 3 , 


4-F 


37 


170-174 


(AcOEt-hexane) 


256 


3-C1 


2-Me, 


4-C1 


41 


199-200 


(AcOEt-hexane) 


257 


3-F 


2-CF 3 , 


4-C1 


49 


110-114 


(AcOEt-hexane) 


258 


3-F 


2-CF 3 , 


4-F 


40 


184-187 


(AcOEt-hexane) 


259 


3-F 


2-Me, 


4-C1 


52 


211-217 


(AcOEt-hexane) 


260 


4-Me 


2-CF 3> 


4-C1 


56 


217-222 


(THF-AcOEt-hexane) 
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261 


4-Me 


2-CFj, 


4-F 


45 


210-219 (Jnr-AcQbt-nexane; 


262 


4-Me 


6 Me, 




97 


ioy xyi nr ncucu nexaney 


263 


3-Me 


2-CF 3 , 


4-Cl 


47 


183-188 (AcOEt-hexane) 


264 


3-Me 


2-CF 3 , 


4-F 


37 


134-135 (AcOEt-hexane) 


265 


3-Me 


2-Me, 


4-Cl 


28 


196-200 (AcOEt-hexane) 


266 


3-CF 3 


2-CF 3 , 


4-Cl 


10 


194-196 (AcOEt) 


267 


3-CF3 


2-CF3, 


4-F 


53 


164-167 (AcOEt-hexane) 


268 


3-CF 3 


2-Me, 


4-Cl 


14 


120 (decomp.) (AcOEt) 



#%f!lB 2 6 9-2 7 1 

#%#|B 7 4 tH^HClLT [^3 7] ^{b^^tfc, 
C»3 7] 

T H 



#%#|B 


R 




(%) 


m& (°o mmmm 


269 


2-CF 3 , 


4-Cl 


33 


208-211 (AcOEt-hexane) 


270 


2-CF3, 


4-F 


37 


182-184 (AcOEt-hexane) 


271 


2-Me, 


4-Cl 


34 


177-180 (AcOEt-hexane) 



###]B 2 7 2 — 273 
###JB 7 4 t L-T (S3 8] (D^^^#fc 0 

S3 8) 




%#jB#-5§- R Iftg (%) (°C) (jf^M) 



272 CI 52 214-217 (AcOEt-IPE) 

273 F 55 203-205 (AcOEt-IPE) 
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###|B 2 7 4-2 7 6 




###)B 


R 




urn (%) 




274 


2-CF 3> 


4-C1 


67 


216-218 (THF-AcOEt) 


275 


2-CF 3 , 


4-F 


64 


227-229 (THF-AcOEt) 


276 


2-Me, 


4-C1 


73 


240-242 (THF-AcOEt) 



^%#1B 2 7 7~2 8 3 
#%#]B 2 0 3 tPHUfcLT" [* 4 0) ©flS-frflftlSrWfc 
(§14 0] 




R 1 



R 2 



(%) 



i/£ CO 



277 
278 

279 
280 

281 



CO- 



Cl 64 227-230 (THF-AcOEt) 

CI 57 



262-264 (THF-AcOEt) 

F 24 212-215 (THF-AcOEt) 

F 43 245-247 (THF-AcOEt) 

QC^-s- Cl 72 254-256 (THF-AcOEt) 
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282 fYVs- F 59 251-253 (THF-AcOEt) 



N 



283 CHjCCHj),^ CI 6 120-122 (THF-AcOEt) 



###| A 7 6 ~ 8 7 
m4l) 













rv 














-R 2 






###|A 












R 1 


R 2 


(%) 


K£ CC) (^ B B B ^) 


76 


Me 


3-Me 


80 


250-253 (AcOEt) 


77 


Me 


3, 5-Me 2 


61 


228-230 (AcOEt-IPE) 


78 


Me 


4-F 


80 


253-257 (AcOEt) 


79 


Me 


4-C1 


87 


238-241 (AcOEt) 


80 


Me 


3-C1, 4-F 


88 


258 (decomp. ) (AcOEt) 


81 


Me 


3, 4-F, 


77 


262-264 (AcOEt) 


82 


Me 


3-Br 


93 


270 (decomp.) (AcOEt) 


83 


Me 


4-OCF 3 


93 


183-186 (AcOEt) 


84 


Me 


3-OCF3 


71 


187-191 (AcOEt) 


85 


F 


H 


92 


209-210 (AcOEt-hexane) 


86 


F 


3-C1 


77 


213-215 (IPE-hexane) 


87 


Me 


3-NO, 


74 


260 (decomp.) (AcOEt) 



###IB 2 8 4~3 0 7 

###ib 1 5 tmm^Lx m* 23 oitsmzntc 
m4 2i 




###JB R' R 2 R 3 
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(%) 



284 


Me 


CI 


3-Me 


85 


235-237 


(THF-AcOEt) 


285 


Me 


F 


3-Me 


67 


218-220 


(THF-AcOEt) 


286 


Me 


CI 


3, 5- (Me), 


65 


266-267 


(THF) 


287 


Me 


F 


3, 5- (Me) J 


68 


274-275 


(THF) 


288 


Me 


. CI 


4-C1 


80 


284-286 


(THF-AcOEt) 


289 


Me 


F 


4-C1 


77 


272-273 


(THF-AcOEt) 


290 


Me 


CI 


4-F 


73 


272-273 


(THF-AcOEt) 


291 


Me 


F 


4-F 


70 


271-272 


(THF-AcOEt) 


292 


Me 


CI 


3-C1, 4-F 


83 


240-241 


(THF-AcOEt) 


293 


Me 


F 


3-C1, 4-F 


86 


230-231 


(THF-AcOEt) 


294 


Me 


CI 


3,4-F 2 


69 


248-251 


(THF-AcOEt) 


295 


Me 


F 


3, 4-F, 


71 


253-255 


(THF-AcOEt) 


296 


Me 


CI 


3-Br 


81 


221-222 


(THF-AcOEt) 


297 


Me 


F 


3-Br 


80 


222-223 


(THF-AcOEt) 


298 


Me 


CI 


4-OCF 3 


76 


239-241 


(THF-AcOEt) 


299 


Me 


F 


4-OCF3 


70 


239-240 


(THF-AcOEt) 


300 


Me 


CI 


3-0CF 3 


40 


171-175 


(THF-AcOEt) 


301 


Me 


F 


3-OCF3 


51 


166-169 


(THF-AcOEt) 


302 


Me 


CI 


3-NO, 


80 


234-236 


(THF-AcOEt) 


303 


Me 


F 


3-no; 


80 


235-238 


(THF-AcOEt) 


304 


F 


CI 


H 


63 


199-203 


(AcOEt-hexane) 


305 


F 


F 


H 


68 


204-206 


(AcOEt-hexane) 


306 


F 


CI 


3-C1 


67 


200-201 


(AcOEt-hexane) 


307 


F 


F 


3-C1 


77 


206-207 


(AcOEt-hexane) 



###]B 3 0 8 

(2E)-3-[3-[7-^nP-3-(2-[[4-^Dn-2-( h ]} 7;l>*v* 7 *-)V\T $ 




2- [4- (3-7' p^E- 7 ai= A) d n-6-y 5vW2-;t^y-2H-^ n y i/-3-^f 
;W]-N-[4-^ nn-2-(hy 7;Vtn^f^)7x^]7t HT5: K (500 mg) (O 
DMF (5 ml) mmZT/U=fy%m%T, TW)Vm*<f-)V (0.14ml) , hU^ 

(0.21ml) % Pd(0Ac) 2 (5 mg) N }- V 7 = -^*X7 J > (10 
mg) £jjp?U 120 o C-e3^m^Lfc o SJS^T^tK^Dx., I£S^?vW£Tttl±i 
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(333 mg, >iX^ 67%) £ LT»fc. jft& : 202-204°C o 
###|B3 0 9 

(2E)-3-[3-[7-^pp-3-(2-[[4-:7pp-2-( h y 7;^P^f;l/)7x=;V]7 5 
/]-2-^-^ry^^/V)-6-^ ^/W2-^"^y-2H-^ P^ ^-W/V] 7i^]"2-7 

» 



(2E)-3-[3-[7-^ UP -3- (2- [[4-^ p p-2-( h U y 7 1 7 

5 7 ]-2-#* y^fM -6-7 ^2-t=3f y-2H-^ p 7 y-4-< r 7 s -/V]-2- 
yn^ygif/V (200 mg) Om^y — (5 ml) *5j;t>'THF (2 ml) (DfM&fg. 
mziN7kffit-}-Yy$J*7kffi& (3 ml) <r7JD;i, ffilT*4l»MJJH^Lfc. IN 
im. (10 ml) SriDifcftBWttai^JCTttabfc. «lffl««r*ftL, iSiv ^ 

LT*Htt^££S#J£ B B B (137 mg, 70%) tVXfflt, fifejft : 191-194°C 0 

#*09B 3 1 0 

2-[4-(3-7^/7x=;l/)-7-^ p P-6-y 5vW2-^y-2H-:7 ^-3-^/U]- 
N- [Hon -2- ( h D y;vir u y 5vv) 7 * 7ir b T 5 KO-g-jsft 



2-[7-^ p P-6-y fyW4-(3-=. h a 7 jc=/V)-2-^y-2H-^ >-3-y 
^]-N-[4-^ o o-2-( h J! 7;^o ^ f /V) 7s=;U]7t h7 5 K (300 mg) <D 
x-fS—As (2 ml) fcilFTHF (5 ml) <Ofc&W&\^7 y *rA» (50 mg) & 
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186 



(166 mg, 59%) £ LT#fc G ®&£ : 206-207°C e 



10 



MT0HB3 1 1~3 1 6 
###JB 1 i»LT S4 3) <Dit&%)*ntCo 
S4 3] 




H 



#■§■ 


R 1 


R 2 




(%) 


K£ (°C) (S& B E B ^) 


311 


3-C1 


3,5-(CF 3 ) 2 




72 


236-237 (THF-AcOEt) 


312 


3-C1 


2, 5-(CF 3 ) 2 




64 


242-244 (THF-AcOEt) 


313 


3, 5- (Me), 


2-Me, 4-C1 




64 


275-276 (THF) 


314 


3-C1 


2, 3, 5- (Me) 3 , 


4-0H 


49 


150-151 (THF-AcOEt) 


315 


3, 4- (Me) 2 


2, 3, 5- (Me) 3 , 


4-0H 


70 


173-176 (THF-AcOEt) 


316 


3, 5- (Me), 


2, 3, 5- (Me) „ 


4-OH 


73 


248 (decomp.) (THF-IPE) 



###JA8 8-93 




###]Af 


R 




B£ (°C) (S^ B B H ^) 


88 


7-Cl 


83 


178-181 (AcOEt-IPE) 


89 


6-OMe, 7-Cl 


86 


226-229 (AcOH-H,0) 


90 


6,7-Me, 


90 


213-215 (AcOH) 


91 


6-C1, 7-Me 


85 


218-220 (AcOH) 


92 


6,7-Cl 2 


79 


231-233 (AcOH) 
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93 



# 



JP01/10829 



6,7-F 2 



80 



187 

199-201 (AcOH) 



###JB 3 1 7~3 2 8 

##0iib 1 5 tmmizvx oik&mzmzo 






!# R 1 


R 2 




) CC) (ffftA&K) 


317 


7-C1 


CI 


70 


160-164 (AcOEt-hexane) 


318 


7-C1 


F 


61 


170-175 (AcOEt-hexane) 


319 


6-OMe, 7-C1 


CI 


78 


209-211 (AcOEt-hexane) 


320 


6-OMe, 7-C1 


F 


78 


202-206 (AcOEt-hexane) 


321 


6,7-Me 2 


CI 


76 


206-208 (AcOEt-hexane) 


322 


6,7-Me 2 


F 


76 


200-202 (AcOEt-hexane) 


323 


6-C1, 7-Me 


CI 


82 


222-225 (AcOEt-hexane) 


324 


6-C1, 7-Me 


F 


85 


196-199 (AcOEt-hexane) 


325 


6,7-Cl, 


CI 


82 


213-215 (AcOEt-hexane) 


326 


6,7-Cl2 


F 


87 


222-224 (AcOEt-hexane) 


327 


6,7-F 2 


CI 


85 


192-194 (AcOEt-hexane) 


328 


6,7-F 2 


F 


70 


176-178 (AcOEt-hexane) 



###1A 9 4 

(4-^ p n-2-fc ^)Vy^jV) (t° V i?>-Z-' f A>) * 9 J V 

\\ T 

,o 




3-t°y v7*/l/t*7^7t K (2.2 g) 0THF*g$E (50 ml) l-7u*r-4-# 
PP-2-^ h^r->-5-y<^;V^<y^> (5.0 g) , -v^v-^A (0.S g) ^IHH 
LfcGrignardK3g©THFlSfK (50 ml) ^0°CT:ilT U ll^MJftt^bfc. SJSSt^ 
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7JP01/10829 



188 



^<-^Ig|:ll\ h/tels (150 ml) „ -mt-?>tf> (15 g) <Sr2)P;iT 
Deen-Stark^fflV^TJ^7kt/ e ^^f ) l^5t^o^Lfc e fcfol&T^ RJtM^± 

(50 ml) , IN BBr 3 /^k^ f-Wy (60 ml) ^^Px.T^T'lB^#Lfc e 

(MH^:M^^) }dTffi0LT«H{b^^?ft^ (2.4g) £ 

NMR (CDC1 3 ) 5 :2.28 (3H, s), 7.14 (1H, s), 7.37 (1H, s), 7.50 (1H, dd, 
J = 8 Hz, 4 Hz), 8.00 (lH,m), 8.84 (1H, dd, J=4Hz, 2H), 8.90 (1H, d, J=2 
Hz), 11.75 (lH,s) 0 

##MA 9 5 

P ^-2-^-^ry-4-t°y Vls-Z-j n * y-3— T/V)^ • 



###]A 1 3 ^PfiKcbTMIb-a-fe Oft* : 6 7%) £#fc 0 jft^ : 279- 
281°C S—M „ 




##$]A 9 6 

[4-j? PP-2-t Kn^-5-[(4-7^=/Ut^7^:/-WA-> ^fvU] 7i = 
/V] ( try v^-3-f A-) ;>< * J y(D%& ■ 
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a 




##0iiA9 3 tmm^vxmmit^ mm •. 6 3%) zmc 0 

NMR (CDC1 3 ) 6 : 2.65 (4H, t, J = 5 Hz), 3.14 (4H, t, J = 5 Hz ), 3.59 
(2H, s), 6.80-9.00 (12H, m) e 

A 9 7 

[7-^ P n-2-^^y-6-[(4-7ai=7Vt 0 ^7^>'-W/V')^5 L /l-]-4-t e y v^^-3- 



#%#]A 2 1 £ PMSfc UT^H^tl : 2 2%) £#fc 0 : 153— 



A 9 8 

[7-^ D p _ 6 _^^. /V _2-^^y]-4-t°U i/^-3-^/W2H-^ p;* V-3-^/k)I1^^ 
^A-O^ (##f!)A 2 1 <D{t^<23'Ji£i^ft) 



(4-^ n n-2-h KP^>>-5->f^7x^) (7x=;P)^ ^ / y (130 g) % 
T±h=^h ] J/^ (325 ml) (di?§U ^-CDBU (217 g) %to?Ltz 0 ^HOt^Q 




157°C (H^x^A—^f y^p tf/n*- o 
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^^^40-45°C^*,^^b^/W=^^^ny K (147 g) ©7 
-feh^hil/i, (234 ml) ^^?iTLfCo ?iT3&~m, 40~45°CT-30^»t7c, 
7K§r*Dx.s 40°C-T?30#3f#U ^£T/££PL£ b IC7X^Tf^^0~5 e CT'lB#p B 1 
ff^L7c 0 ^fmbrc^ H B H t:MiiU ftC^CN-^ 0=3:2 T^JtltSIft^lll- 

(140 g : 1^74%) t LT#fc 0 
NMR (CDC1 3 ) 5 :1.23 (3H, t, J=7 Hz), 2.28 (2H, s), 3.36 (2H, s), 4.13 
(2H, t, J=7Hz), 6.84 (1H, s), 7.20-7.35 (2H, m), 7.41 (1H, s), 7.45- 
7.60 (3H, m) 0 



#%#|B 3 2 9~3 3 0 
C^4 6] 













1 


ri 


V 


CF 3 




mm 


?!)B#-^- 


R 


IR^(%) 


it* cc) mm&mm 


329 
330 




CI 
F 


64 
53 


212- 215 (THF-AcOEt) 

213- 215 (THF-AcOEt) 



###]B 3 3 1 

2-[7-^ P n-2-^-^y-4-7^^7W6-[(4-7^^/l/-l-t°^yv?-/V)^^7i/]- 
2H-^ p ^ >--3— T M -N- (4- 1 K P **>-2, 3, 5- h V * :n ^/k) 7i? h 7 5 




2-Ul-P p P-2-^^y-4-7^^/W6-[(4-7^^/Wi-t: 0 -^=>v ; ^/^)^^;V]- 
2H-^ P ^ V-3-^ -N- (4- fc K P # 3, 5- h y ^ x ffl& (200 

rag) ©DMF (2ml) 4-7 5 / -2, 3, 6- h ]} ^ ^-jvy 1 7 -/V (68 mg) N 
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l-^/]s-Z-(3-i?* 1 ?/l'T5.yyuM)jjjl'tf*M* K (118 rag) , 1-fc Kn 
^^^/byr/-^ (83 mg) fcflDjl, SttT-^W^Lfc, S«[CtK% 
flp CtctiMZWb. U7t e # A tr ^ JJ # n ^ h ^7 7 -f - 

: ■^*-*>-Wmt^/\'= 1 : 1) ^TfjftgU £fet£iM^/W>> 
feSINlUC, &Wb-fr4fe£rft£ttA (84 rag, 33ft) t LT#fc 0 US: 

193*0 (decomp. ) c 

###]B 3 3 2~3 3 3 
##09 B 3 3 1 tHHHtCLT K4 7) 0{b^#j£#fc 0 
[£4 7] 




###jB#-§- 


R 






It* (°C) (I3&A&&) 


332 


2-Me, 


4-C1 


20 


290-292 (AcOEt-IPE) 


333 


2, 3, 5- 


-(Me) s , 4-OH 


36 


242-246 (AcOEt-IPE) 



#%$JB 3 3 4 

2- [7-^ p o-2-t^y-6-[(4-7i=/V-h^7 v 5 — /l^) ^ ^] -4- (3- f U 5*= 
/V)-2H-^ p ^ >-3-^/V]-N-[4-^ p p-2-( h y 7/V^-p ^ ^)7i=>]7-lr 




7-^ P n-2-t^y-6-[ (4-7x=;P-l-tV7 ^ ^/U]-4-(3-t°y v?- 

/V)-2H-^ p ^ y-3—f ^]ffl®3:^7U(500 mg, 0. 97 mraol) <D^<? /V(10 ml) 
2^*^b-7" h y l> A7k»»(l. 5 ml) 70°CT* 1 ftfSlftfftft 
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W&ftfcjBfe$&;fc(350 mg){dTHF(5 ml), DMF(l drop), ^^=;V(0.22 ml) 

mmx^tifmrnw^tz., mmmmT^u n^raFasmi), 2- 

T .5 / - h JJ K(0. 38 ml, 2. 1 mmol) £#D;iT, 80 e C 

(®B§i£jK : —^rf-y-§^^^= 1 : 1) fcTftJSU $ fekft^^/V- 
Yy^ntV^-r/^bSg H B B L-C«S^^Srtefe^ H (l02 mg , ^ 

21%) i LT#/c 0 : 214-216 °C 0 
###!IB 3 3 5 

2-[7-^ p n-2-^^y-6-[(4-7rc^/V-l-t: 0 ^y ^/U) ~4~ (3- 1° y 

/W-2H-^ p * ^-3-^/V]-N-[4-7y>^n-2-( h JJ 7/M-p y fvP) T 



#%#|B 3 3 4il^itLt^jiflJ^ 0&^s 21%) £#7t 0 fifej£ : 202- 

205 °c (Sixf/v-^yyp^x-x/v) o 

###|B 3 3 6/5^3 3 7 
###1B 3 0 8 ip^ffCLT (^4 8) ©fc^#3Sr*#7c 0 
[*4 8] 





64 118 (decomp. ) (AcOEt) 



jgjg (%) i§t£ CC) (W^b b b ^M) 
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39 



193-196 (AcOEt) 



10 



15 



20 



###)B 3 3 8 

3- [3- [7- £ p o -3- (2- [ [4- ^ p p -2- ( h y 7 n ^ ^/V) 7 * 7^/]-2- 




CF 3 
x C0 2 Et 

(2E)-3-[3-[7-* p P-3-(2-[[4-^ n P-2~( h U 7/l^P y y a=-/V] T ^ 
/ ]-2-^-^r y3^vV)-6-y ^/U-2-*^f-y-2ft-^ p * V-4->f /H 7 ain/U]-2-^ 
n^gfei^vv (138 mg) O^*/— /V (5 ml) % THF (2 ml) ©$S£-gtffcfc7 
^y-Jr/v GftlOO rag) £#Q;t, 7^^#ffl^T^ £ia-?4B#roSB$L7to ir? 

(JRHiffiK : 2 : 1) fcTfiHKU 

^^;^bm^B B B tT*Sfb^^fe^ H B B (131 mg, IR* 95%) fc LT#fc 0 
jR^k : 116°C (decomp.) 0 

###|B 3 3 9^b3 4 0 

#%#'JB 3 0 9 fcEHUfcLT («4 9) <Afc#^£#7t 0 




X-C0 2 H 





R 


X 


&m (%) 




339 


F 


CH=CH 


SO 


260-262 (AcOEt) 


340 


CI 


CE.-CH- 


89 


170-172 (AcOEt) 



#%®JB 7 5<Dft& 



0. 2 g 
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" pT 2 . 0 g 

#%#JB 7 5©^ (0.2g) (24mL) £>£7J^y-,w 

(l6mL) fc:$$#U iW:k K D ^>7 p ntVMf/i^;Vp-77^i/-f 
(HP-50, if^^X^m 1.8g) *])UZ_X®mU ^k-K^t 

^f^LT, 0^MB7 5(Dit^<Dm^^km (l.4g) &#fc 0 



«f!)2 

#t^B7 5 0f^ 0. 2g 

t Kn ^ri/yn fcVM ^VMr/l-n U- h 1 . 6 g 

0. 2 g 
2. 0 g 

#^jB7 5 0fb^ (0.2g) £±£fc^l^ (24mL) &J;t>*:r^/-,v 
(l6mL) (C?g$?U rH(Ct Kp^v^p fc7l^ fvMr/Vn 7.^ u- h 
(HP-50, {fMfb^XHttM, 1.6g) ZtUtLXfeMLtz. ^<Dmm^?im 
(0.2g) ^Dit^-ICliL, ^V^-e^^W— YJ^Y (-Y^r h£j-#f±M) £ 

^jB7 5©ft»|ft» (i.4g) 



###!IB 7 5©^ 0. 4 g 

#LH 0 . 2 g 

D pt 2 . 0 g 

&*MB7 5<Dfc&m (0.4g) ^ib^^U^ (24mL) *5 £ TJ?^ * 7 
(l6mL) (^#fU ^tt(Ct Kp^^7*p ix- h 

(HP-50, jfM^X^ttM, 1.4g) ^D^T^LfCo rO^CfLIf 
(0.2g) *Mz-Xty-{z.mMLs ^^W^u- + (i^h?4^*+M 
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^|B7 5 0M©if» (l.4g) &#fc 0 



5 ###JB 7 5tf>fc^ 0. 6g 

t Kp **V?xx h'/Upt =3-;V±;V<a -7,7$v-Y 1. 2 g 

fUJf 0. 2g 

-a-it 2. og 



&%MB 7 5 <D<k&%> (0.6g) &m.it*7-l'> (24mL) *3i^^/-/V 
10 (l6mL) l£»#U ClftMfc Ko^^/n tf/Wi^-fc/un-;*?* h 

(HP-50, imik^JLMtm, 1.2g) S:Jp^T»*Lfc. i©g^tC|L*t 
(0.2g) &MZ.X*S-\mmU ^^^V-Ky^t OV^ hft^tfcSl) & 

fflV^*«»a«r»*bfco ^t)^*^«-e^HT^l4B#Ppm^LT, # 

%«B.7 5 0ft^JOB#^Wfc (l.4g) Srftfc. 

15 

###JB 7 5 0{b£^ 0. 2g 

^ K7^ry h 1. 8 g 

£f+ 2. Og 

20 ##iB7 5©M (0.2g) Zmttf-lsy (24mL) & y 

(l6raL) Kl?8a?U Ky=¥^ h (L-100-55, n— MUBk 1.8g) £JQ 

±m*n£&m&xm±T^imm$mi,x, ###jb7 5©^©im 

fttt (l.4g) £#7C 0 

25 

#%#)B 7 5<Dit&Vd 



0. 2 g 

1 . 6 g 
0. 2 g 
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2. Og 

###|B 7 5 (0.2g) Zmtt^lsy (24mL) *5.fctfcn*y~-/u 

(l6mL) (C^L, ^W^K7^^f (L-100-55, n-2vj±i$l N i.6g) &7jQ 
jfcTgflLfc. r (0.2g) ^JP^T-^-MviU, &Vv?*:tV- 

Ti*ETfcl4J*W*HftLT, ##WB7 5©{b^©@^t6:«J (1.4g) «r#fc 



H»J7 

##00 B 7 5<D4t&® 0. 4 g 

10 *>r K7=¥y h i. 4 g 

fLilr 0. 2 g 

£"tf 2 . o g 



##*»JB 7 5<Dik&Q0 (0.4g) SrS^^U^ (24mL) *5i^^/-/V- 
(l6mL) £jh4C*-*f K7=¥y h (L-100-55, n-JvftjRk 1.4g) SriP 

15 *.T*#Lfc, ro^KfLtf (0.2g) £;b!l;t-Ci&-fc:!gjSU &vm?;*7°i— 

-c«j±T(C14BtTO^LT, ##«iiB7 5©<k«^(D|afr4>*4fe (l.4g) £#7C 0 



HWJ8 

20 #%#JB 7 5©|b^ 0. 6g 

#>f K?** h 1. 2 g 

0. 2 g 

2 . 0 g 



#^iB7 5©ft^ (0.6g) tmitf-W (24mL) &£X)tefi/-fi> 
25 (l6mL) K?£6?U £*UC*vf K7^y h (L-100-55, n-MfcRL 1. 2g) 

x.xmMLtco z<Dmmc%m (o.2 g ) ^d^t^-(c«u &^t**:/u- 

"Cj*ETfcl4B*W|£«LT, &^WB7 5<Dfc^<DmW$fflfa (1. 4g) tr^fc. 
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nmmi mmsm^sk 

(1) wmm 

(a) &£ft2 0n#&tt#; 

(B) ^RStL-C#^!)B7 5^k^^S#:^ H B B6 

(2) f*»& 

*fltfcttV\ ##^jB7 5^b^^+H5feiE0*^^2M (pH6. 
(pH6. 8) lOmLAfts i*l^±IB©WWW- (###|B 7 5 ©ftrfHfeS: 

7 5 (Dit^omMM^HP L C Ti!]/E Lfc 0 

o) mm** 





(n g/.nL) 


A 


2 2 1 


B 


0 . 0 0 



CD mk&m 

(A) »HRi LT###JB 7 5 ©{k^^rixS{*:©^ B B B 0 

(B) ItttftUaBfttMRft. 
(c) H»J3©H^m^o. 

(D) |Hfe«7©BI«:^1B:#. 

(E) M8©||^« 
(2) M(fc& 

0 *H^fe^ 2l500mL Sr&ffi lT10 0m g m LTMI&ffft 
V\ 1 0 0 r pmW#*aKRMtt*>fe©-3eB*IB^O*ajttSrjBI«Lfc. 
(3) 
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C^5 1] 





(%) 


saw 






120#Ha 


A 


0 


0 


0 


0 


B 


79.9 


84.4 


90.7 


97.1 i 


C 


59.7 


64.5 


73.2 


79.2 


D 


88.5 


89.5 


94.3 


97.8 


E 


68.0 


77.0 


84.0 


82.0 



(1) ttftttft 

5 (A) #J!8 £ LTgMf #| 7 5 B tyb&toZtl g ^<7)^ B B Ho 

(B) HJfe#S2 0@ft:^#: 0 

(C) Illi6^<0gfl:#f8#o 

(D) «m©@ft#m# 0 

(E) MH50H4fc&«fc#. 
10 (F) ll«|8<Dgft#iH£ 0 

(2) MR& 

##09B7 5©^^©@^tfc^^tf±|5^ (lOmg/kg) 
*fc^«9a*©IGS/SD«ltt9y Mc^pg^LTbo 7 5 B <J>fb^OiL 

M^il^i^nvh^y^-ia^ ft**, 1, 2, 4, 8, 24*m 
15 ^MJ^LfCo 

( 3 ) f^f^/l^p jp: 

[*5 2] 





(jug/mL) 






4B#|BJ 




2mm 


A 


0. 038 


0. 066 


0. 087 


0.067 


0. 000 


B 


1. 069 


1.083 


0. 538 


0. 141 


0. 020 


c 


0. 658 


0. 824 


0. 449 


0. 197 


0. 000 


D 


0. 769 


1.017 


0. 407 


0. 091 


0. 000 


E 


0. 424 


0. 724 


0. 401 


0. 230 


0. 000 _j 


F 


0. 579 


0.614 


0. 354 ; T73 


0. 000 
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m 

#%#|B 5 Z(D\t^m 0. 2g 

k Kp^b F l. 6g 

5 f Lit 0 . 2 g 

£"ff 2 . 0 g 

###IB 5 3<A{b£^ (0.2g) Zmtt^y (24mL) *3 J; * / -/k 
(l6mL) to§#U dtUnfc Kp^^d tVV^^yVirA'P-;*^* V- h 
(HP-50, jfjg^Iltftlk 1.6g) ^D^T^?L7t e £<&i&fflncfL» 
10 (0.2g) %Mz_XVB-\mW>U &Vv?*7V— (-t^h^th^) £ 

%#jB5 3©<b^©@#3Mfc4& (l:4g) «r*fc„ 

Mt&W i o 

15 ##0!|B 5 3<Dlt<£-m 1. 5g 

t Kb^J^o tf/M^-^fe^o— h 3. 15g 

#y^^5 : -i»'^i)^-dr^ycit: 0 ^^^y 0. 25 g 

7!>y/«thy!>A 0. lg 

•a-tt 5 . 0 g 

20 #*?0J B 5 3 <Oft&tb (1. 5g) fcifcfl^ 1»' (60mL) *5 £ = ^ y — 

(40mL) (c^i U r ixle: t K n ^ p tVi^ J-jv^/v 
(hp-50, ffttfcib^illtfclik 3. i5 g ) ^ij^'>xfvyj}fyt^^p tri> 

y ^ J) 3-/1/ (PEP-10K 7P^y hMftftS^ 0. 25g) *3 «fct*7 «7 U h 

y?^ m^mmtM. o.ig) »^x^Lfc e ^ra/iz-Ky^-t 
\^\mmm\,x, wmw 5 3©^©i^^ o.og) £#7t 0 



HWil 1 1 
#%#|B 5 3 01^^ 



1. 5g 
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*vf Y 3. 1 5g 

tfV Jr**y^3-\si/i$})***/zfu t'uy?}) o. 25g 

y^y^^hy^A o. ig 

'a t+ 5 . 0 g 

5 #%#|B 5 3<7>fb-^ (l.5g) (60mL) fc«k7J?^/~,u 

(40mL) fd^L, itUC;^ K7=¥y h (L-100-55. P-ivfr§k 3. 15g) £ 
tf}) ttis^ui/tf}) t°i/>-^y 3-/1/ (PEP-10K 7n^yM 

3S£*±&L o.25g) *5i07!>yy^^hy £A (foft£&lg*£Mv o.ig) ZMZ 

omw-ftikm (3.o g ) ^#tc 0 



(1) vawm 

15 (A) ttmt LX&^MB 5 3 Ofb#^^ttSfr^ B B Eo 

(B) ^»<|9 0@^fcf$ 0 

. (c) m-MMi0<Dmft£&i£ o 

(d) 

(2) KHfe 

20 #%#|B 5 3 ^b^(D@^^^tf±fS^ (lOmg/kg) Srgfilg^ 

^7t^9®^-cOlGS/SDt|tt7 y M^q&-^L7c 0 #%$|B 5 3 cDfb^^Olk 
&f J *££SH£f6i£#*P-<!' Y?77>{-\^±V) S k 2, 4, 8, 24B#E 

(3) 

25 ■ B 5 3 (D{t:^£D|l^tSc#:4o <£ tfife& * ^^TffiO* 5 3 (•£ 



[^5 33 





(Mg/mL) 




2B#IBJ 


4B#M 




24B#F^ 


A 


0.110 


0. 142 


0. 090 


0. 087 


0. 000 
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B 


0. 530 


1. 015 


0. 762 


0. 385 


0. 000 


C 


0. 509 


0. 685 


0. 591 


0. 305 


0. 000 


D 


0. 758 


0. 698 


0. 374 


0. 152 


0. 000 



nmm 1 2 

##09B2 9 20>fc£* 0. 2g 

t Kn^r^o f;Mf/Hr/i/c-^7^u- h 1. 6g 
5 fLUf 0 . 2 g 

2. Og 



&2%mB2 9 2<Dft&m (0.2g) ^mk^^W (24mL) *5«fct*x*/-/V 
(16mL) fcffifflPU :^l:t Ko^r^DtVMf;l't;l'n-7 7^1/- h 
(HP-55, {fM^IItftM. 1.6g) ^Dx.T^|Lfc e CI ©?g??£fcfL8F 
10 (o.2g) «rft*.Tia— WB»U ^^/w K7^"Y hf^fcM) £ 

ZMB 2 9 2<D{t£to<omft£1&to (1.4g) 



H3S$J 1 3 

15 ##0!|B 3 2 3<D{k&%0 0. 2 g 

t Ko^n^f;Wt;VB-77^l/- h 1. 6g 

ILSf o . 2 g 

-a-ft 2 . 0 g 



#%0UB 3 2 3<ZKfc£-& (0.2g) fc&fc^Uy (24mL) £$£1^*/-^ 
20 (l6raL) Kl»t¥U :il|:t KP^f^B Wf;Ut/Hi-7 7^ U- f 

(HP-55, <mit^Xm#M, 1.6g) ^^P^T^i9?Lfc 0 r O^l-fUt 
(0.2g) ^DX.T^-^M^L, ^^/^Ky^t (^-7hf4^aM) £ 

%mB 3 2 3<D4k&fo<D®ft#Hk® (l.4g) fcftfc. 

25 

mmm 1 4 

##iB3 2 1®{b^l 0. 2 g 
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t Kp^^/o Wf;Hr;m-^7^W- f 1. 6g 
?IB 0 . 2 g 

2. Og 

m^MB 3 2 1 <Dti&m (0.2g) fcttflS^Vl' (24mL) teXXf*-* S^-fr 
5 (l6mL) fC^fU itl/^t Kp^d e/Mf;^n-^7^ 1/- h 

(HP-55, IfMfc^IltlrM, 1.6g) £#0;iT?S$?Lfc o Z<DtmK%m 
(o.2g) ^n^T^i-^«L, &v^*:7V- (tv h^f !ti) & 

##|B 3 2 1 <Dik&m<DmW / A1&.® (l.4g) £#7t D 



flJtS^J 1 5 

##0llB 3 0 5 (Dit-t^d 0 . 2 g 

t Kn ^i/7*p fcVM ^/V±juu -xy^U-h 1 . 6 g 

?L$t 0 . 2 g 

15 -o-ft 2 . 0 g 



###|B 3 0 5©^^ (0.2g) (24mL) &J;t*x^ y -/p 

(l6mL) Kl?g$!U rtUCfc Kn^v^c tVM 5vHr/Vn 7* 1/- b 
(HP-55, {fM{k^X^t±M, 1.6g) «rJD*.T*j*Lfc. £ ©ig&fcfLtf 
(o.2g) Sr*Px.T*S-tc!Blj»L^ ^"e^u—K^ir (-t^ M4^i±M) & 

mm 3 o 5©tog*<&@**HrMfc d.4 g ) &mto 



MMffl l 6 

#%#!)B 2 9 9©M 0. 2 g 

25 t Kn^r«^o f ;l^;l/P - 77^ I/- h 1. 6g 

fLtf 0. 2g 

2. 0 g 



#%#|B 2 9 9©ft^i (0.2g) ZteittT-ls^ (24mL) *5 J: l*aQ * / -/W 
(!6mL) Wg#?U -tt{C t Kp^p fcVM^vHr/l'n-;*:?*^- h 
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(hp-55, ttm&xmms i.e g ) ^p^r^tfc 0 zomzfc&jut 

(0.2g) ^DtTi?D-«^U ^"C^TV-K^ir (-t^h^tt^) £ 
%#|B 2 9 9<D4k£%)<0®fc4My3 (1.4g) &#fc 0 
H»J 1 7 

###1B 3 3 6 ©{frg^ 0 . 2 g 

t Kb fcVl^ ^/Mr/nn - * 7 ^ h 1. 6g 

f Lit 0 . 2 g 

\ 2 . 0 g 

#%#JB 3 3 6©jk^ (0.2g) ^iMtt^VV (24mL) *3 £ 7J^ ^ y 
(l6mL) W&£U Z.fl\ZKYv*i'7'*\?A'* s $->V±jVu-7.-7#\s-Y 

(hp-55, m^b^x^±M, i.6 g ) *i&x.xmm^ 0 ^<r>mm\z.im 

(0.2g) ^iD^-C^)-(C^U ^^^WK7^t (ir^H^*±SI) £ 
%^1|B 3 3 6^^0@^» (1.4g) tr#7t e 



(1) fsTOfcft 

(A) LT#%f!lB 2 9 2<7M^^ftg&0& B s ao 

(B) HJ&0II1 2<£@f£&*ic# 0 

(C) **fi&£ LT#%f!lB 3 2 3<Dit&%l?:tl£W<D&gko 

(D) 3<D@fr^m^o 

(e) nmt lt###]b 321 ^b'^^n-g*o^ B B Bo 

(f) »H©»m 

(2) 

#%#|B 2 9 2, #%#JB 3 2 3fc iTjt#^ B 321 (^bi^Oll&^ifcft 
?r^tP±|S^ (lOmg/kg) ^i*^$^c^m9ji^OIGS/SDtft47^ bfcg 
Pg4lfc. #%#JB 2 9 2, ###IB 3 2 3 *5 £l>'###!]B 3 2 1 <D\t^m<D 
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jfc«*jft«S:i*ttllttft:^c^h^7 7-f-fcJ:e) % g;4& N l s 2, 4, 8, 24B# 

#%#|B 2 9 2, #5t#lB 3 2 3*5jtU^#^jB 3 2 1 ©ffc^©@##tfc# 
C£5 4] 









2B#K 


mm 


8B#ra 


24B#f?g 


A 


0. 000 


0. 000 


0. 000 


0. 017 


0. 000 


B 


0.712 


0. 821 


0. 682 


0. 375 


0. 028 


c 


0. 014 


0. 000 


0. 060 


0. 008 


0.016 


D 


0. 455 


0.316 


0. 081 


0. 020 


0. 108 


E 


0. 000 


0. 000 


0. 000 


0.000 


0. 031 


F 


0. 421 


0. 383 


0. 173 


0. 062 


0.016 



HJfefcl l 8 



10 



15 



(1) mmmi<Dm&ftWtft 

(2) h-X 

(4) F^nnvfS {<D*)m 

(5) ^tTU^^v'H 



5 Omg 
3 4mg 
10. 6m g 

5 m g 

0 . 4m g 



(6) *;l/t^^^f;l/t/vn- *X/W>$J* 2 Omg 

ft 1 2 0 m g 

*«fefcftv%±E (i) ~ (6) fca-s-u tt&mz.£<onmu 
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It * <D m H 



2. s^m^T'fe^it^ifB^m^o 

3. 7j<ft^&&v^L^tt©y tf k • y yf- - 77-?mfcm%te£x*WL7k ! &m 
^^-a^-r^it^ i *tc\t 2 is^^m^o 

5. gbM4m^##ir/vn-*f|II# N 7jf y T/v^rn/vfn y 
9 . $ b l-f U££-£tf »**f 1 *B*0*um 

1 0 . *J«&tefcV^*i*tt<0!J t° K • y ixf- • ^7-^5&»^ s > 2 stT' 
7Kfc*H"S^HS* s 1 0 mg/mL*l© ]) \£ K • y yf - • y^-^ii^SfT? 
fc 5 ft 1 tBtt®tfj$4b. 

1 1 . *Ji8tefci*L*«stt©!J t° k • y • t^-^tIM)^ 3*: c n 



•^fi^ix-NR 1 - (R> Mt*#JKTK ft&£&#bTVvct>J:v^{b**£ % ft 
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m&TTrT) \ -0- N -S- % -CO-, -CS- -C (R 2 ) R 2a - (R 2 & 
^{b7K^*^1~) , -N=lfc(i=CR 3 - (RMi**I!FF\ ^XJ/fyjg^ 

h£^1~) Sr ; Df4^yS*fc^4^#y£-ee^fe$i^TV^■C'^>J:v^c 1 . s 

T/V^l^y^ -NH-^fc«-CH 2 NH-^ ; Efi-NR 4 - (R 4 IK 
«fetti»a£«r*LTV^t>j:V^flHk**fcj5%i- % ) % -O-, -S (O) 
n- (nttO, l^fc{4 2^1-) ^fcfi-CONR 5 - (R« f±*3fcj]§[^§:fcB: 

v ^ t «t v U D ttB StoaW&ll* fc -j&fc* omyss tztt 

B at©#j&IR-?- £ -££fc o T^-=¥ y tt^-^df- y mx*WM $ *1T wc «fc 
^5Mfc^L7*gt&J&&L-CfcJ;<, BSl+-D-E-G-Ar^(I$^lC 
It**** Ltvrfc J: v\, ] jfc,S{b£4fcfc L< f^o^fcfi^cOT 9 

12. zkii^fc^L^ttoy t° k • y ^ • y^^ii^jc^ ^ ( V ) 
jo 
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i3. immm^^m^(o^\fY^)v^^y-^immmHi) 2- 

[6-^DCi-2-^-^y-4- (2-^^^7^-yV) -2H-^o^V-3 
— f/l/| — N— (2, 6— ^y N^ri/7^-/V) T-fehT^K, (ii) N-(2,6 
h^^7^^)-N' - [3-(2-^^/V7^-/V)-6, 7-v>t Ko 
- 5 H-^f yfV [5, 6-b] 7 7^-2 -^^) mm, (iii) N- (4-^pd- 

2- Y^)y;virxi^^-jvyaL=.;v) -2- (2 -^-^y- 4 -7^— /I/- 2, 6, 

(iv) 2-{7-y p o-2-t^y-4-7i=H-[ (4-7 ^~;V-\-\f^<y y = f~ 

/V]-2H-y P y ^-3-^/V}-N-[4-^ Pc-2-(fl) 7/M-P y 37 /KlTi? 
hT5; h\ (v) 2-[7-^ c n-4-(3-^ p p 7 x =;P)-6-^ f ^ y-2H-^ n 

^ y-3-^f /t'l-N-C^^ o n-2-( Ml 7;^n ^ f ^) 7zz-MT± hT5 h\ 
(vi) 2-[7-y p p-4-(3-^ p p-4-7;V^-p 7 ^-)V-2-ir^r y-2H- 

y p y ^-3-^ /u] -N- [4- y p p -2- ( mj y /v^- p y 7 ^ r ± h r 5 
h\ (vii) 2-(7-y p P-6-y/^p-2-^-^y-4-y ni^w2H-y p y v-3-^r 

^)-N-[4-7;UtP-2-( b !) 7/^0^^) 7i=^]7t f7 5 F\ (viii) 

(2E)-3-[3-[7-y p p-3-[2-[[4-y p p-2-( h y 7A*n y f-M y ^~Mt ^ 
/ j-2-^-^r y ^/i/]-6-y ^-2-^ y-2H-y p y y-4-Y y ^v]-2-7° 

P-Oggy^/K (ix) 2-[4-(3-^PP7xn/V)-6, 7-^y ^>V-2-**c y-2H- 

y p y y-3--r ;v]-N-[4-y p p 2-( h y y^v^-p y f-;v) y ^-/v]T-fe hr 5. 
h\ (x) 2-[6-y pp-4-(3-y p py^^;v)-7-y ^/u-2-^-^y-2H-y py >- 

3- ^/l-]-N-[4-y p p-2-( h V 7/VtP^ 7 ^;V]T^ hT ^ b\ (xi) 
(2E)-3-[3-[7-y p P-3-[2-[[4-y/^P-2-( h y 7;WtP^f;U)7i^]7 

^ y ]-2-^-^ y rcfyiyi-6-y ^/W2-^-^ y-2H-y p y v-^-A jV] ? ^ 

7°p-<^3.5VK (xii) (2E)-3-[3-[7-^PP-3-[2-[[4-y/Wi-P-2-(hy y 

/i/^-p y 7-)V)7*.-)V\t^ y ]-2-^-^y^^]-6-y ^-2-^ y-2H-y p 
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fr£ ©Stffctba* 1:1-1:20 -Cfcaf*#3® 3 *Bft©3Bj&fe 0 
5 15. TkH&tt^ L^?£t£© y kT K • V yf - • -fy—t i&»K £ H7Ktim^ 
#£©l*lfc#l : 3~1 : 5 T*fo5ft*I 3 fefj<D;£&/&% 0 

16. y t° k • v y r - 77-?mm-vhz>tt#& 1 tef^m/m 
10 is. TRU^tt^v^u^'ftoy t* k • y • 7*7— ^aSJS%sr*5«fcu^*tt 

19. »*«2IS*©@ft^#Sr^L"C*5EII|fi«ij 0 
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